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lit** 1 1 



5£ 




D^y|Mif^fUv>TUv^t-;KR 3 , R 4 . R 5 * * ^R 5 *= *±** 

oT (1)**, (2)-bn, (3)i/7A (4)^n**>, (5)t»?:f Lt^t Uv^ 

^fcii(8)tt*^Ltv^U^ft-^^tc tfc, R 3 ^R 4 > R 4 ^ 



(e)Ci .T^K*^*-^ (f)Ci- 6 T;v*;v*;v*-JK (g)^°^> Ch)tKn 

Vv (i)75y, (j)-fn, (k)*^***^ (Dv7A (m)C 6 -i 2 TJJ (n ■ 
)C 7 h77)^^«A (o)Ce-i27V-JV-*^*-^K (p)C 7 -i4 T 7 71/ 
;v ( q )ty-Ci-67;V^^75y, (r)^-Ci- 6 7M^7 5y, (s)C 6 -i 2 7'J-^7^ 

v»TU^f7'/'J ^4^»±(4)1&Sa*«afeB»^'batftLS11!ft*«:l*v»L3«*L-T:v> 

R 2 # (1)tK*> (2) (a) Ci - e T ;V^f )V * fz it (b) Ci - e T ;v # - ^"C* J t tz it v 

g& 3 tt-C V> T 4 £ V> T 5 7 t tz it (3) (a) Ci - 6 T * * * S tt (b) Ci - 6 7 A> * fr- * # - 
;veE?& 3 ttT v> x & J: v> t K n ^ v ; 

R 3 R 4 tfis^tfR 6 **, 1*3-1: *:ti#l£o-C(l)7K.^ (2)->7A (3)^n*»>, (4)Ci-e 
rV*>K (5)7?A (6)tKn^f*A (7)Ci-e T***->**LTV>T * J: v>Ci ;6 
3 ^>| /i{±(8)^:-X(CH2)b-R 11 -S-, -S(0)-, -SCO) 2-, -NR -OS 

02- -NR 12 C0-, -NR 12 S0 2 -, -C0NR 12 -£/^2-S0 2 NR 12 - (R 12 ^ 7m*tzitCi-eT 
fc^-t) , b»42*V^b4<OS£Sfc, R 11 li(a)tKn^yi/;tiCi-67;^;Hf Ltv^^ 
iv^tf^y^, (b)tKn^y|f:(iCi-67^i^tLtv^Uv^^ 7 y-;K ( 
c)n Kn^vt^{±Ci-6T;vdr;v*^LTV^t^ J:v>^E^*V ->v* fcl±(d)fc Kn*-> 
ST-UCi 6 7;v*;v£^LTV>T& iv^n V v-;^^) xmZti&& \ **VM±R 
hR 4 R 4 hR 5 , i3itFR 5 i:R 6 {±P«-r^^:*il^t tlc(l)5ftv^L8j|©ra*«4^tt( 

2) aii^, m^M^-is «£ oTaanR^* 1 &«wr *l* ^ n jg^ * 1 & L3«-r & 5& v> 

R i (1) ( a )l&v>L3>f@<^n^>'£*:JiV: Kn^yitU^i 4 v>Ci- 3 7;v*JK 
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if Ltv^t J;v>tfU vJV ; 

I^RS^il^^^-V/itiilftoTa)**, (2)'>7A (3)^n^^, (4)Ci- 6 T;V 
(5)7?A (6)tFo^A (7)Ci-6T^3*^**LTV>r*J:v»Ci-6T^3* 
/cfi(8)^:-X(CH 2 ) b -R 11 XJ4-0-, -NR 12 -> -OSO2-, -NR 12 C0- -NR 12 S02-, 

-C0NR 12 -f /c«-S0 2 NR 12 - (R 12 (±. -6 7****71*-*-) , btt2fcv> L4tf>SE 

& R n ti(a)t Kn*5/£fcl±Ci-67***£*L-CV>-C*> iv^tf^U iAK (b) t K n 

R«{±P^i-^^»i:i:^^(l)5*v.L8*0^mf fctt(2)ft*K*. fJJJJi 

R l ™\a)l%^L3®<D^ury%tztet Kn^y^fLTV^U^Ci-37i^^, (b)Ci 
37 ;V3^-a (c)Ci- 3 7**;V-7> V. {d)^ur>, (e)fcKU*y, (f) 

=.)V ; 

tfisitfX 6 **, R-4fel±**o-C(l)**, (2)v7A (3)^n^>, (4) Ci-eT 

^SfelKS^I-KObH-R 11 X14-0-. -NR 12 -. -0S0 2 -, -NR C0-^ -NR 2 S0 2 - 

(R 12 li, 7R«^±Ci- 6 T;v*;v£7F-r) , btt2av^U4©*E»C, R x M4(a) t Hn*v* 
MiCi 6 7i^f*tUV>tUv^^'jy;K (b) Fn * fcttCi-e T 
tLWU^^7y»;K ( c )tFD^y|/cttCi-67;^;v^LT^tUv^ 
^;u*U-j^fc(i(d)tFD^y^:l±Ci- 6 7iV^;^fLtv^U^en>Jy--;i' 

& ic (i)54v> L8*oiwi«f fcii (2) shrike shrike* i rra*«** & ^ 

7-nJR^Srl4v» L3« -f £5&v> L8M<D«m%^J&t-&lif3tS 1 bB*^^^*- 

*Littj|*ftl4^L3ffltU"CV»-C4J:v»7x-^-e*4ll*Sl£«^^*o 
[W^tS 6 ] 

R 2 tK« l/:S7 5Al^^ 1 M^K-fr* o 

r* (2)Ci- 6 7;va*'>£* uv>ti, iv^Ci- 6 T;v3^vf fct±(3)^: : -X" ' (c 

H 2 ) b '-R 11 ' X'ii-0-, -NH-, b'l±2ftv>L4©lE*. R 1 ii (1' ) ^ Fn^f-yt ^ 

! 6 7;^;vWt-CV^Uv^^'Jy>, (2')tFn^5/ifettCi.«7M^ttt 
WtUv>^7y-iK (3')fc Kn*->4 fci^-e 7***£* LTV>T £V>^V 

-T) -cab * If 1 %SM<Ofo&m 0 

R^a^cHI, (2)Ci-67;^ + y^f ttV^Uv^i-67^3 J rvtfctt(3)^ '• -X' (C 
H 2 )b--R 11 ' X'f4-0-> -NH-. b" 142ft V>L40«», R 1 1 ' J4 (1' ) ^ Fo^fyf/; t4C 
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i 6 7;v^;^tLWUv^VJy>, (2' ) Kn i fctiCi-e T ;v*;v&*L 



5-yKFn-4H-^7yn [4, 3-c] ^y'J>-4-i>\ 3-75;-2- ( 
5-tKn^y-2-^fJV7x-;V) - 2, 5 - Kn - 4 H - \£v V*n [4, 3- 
c ] ^ yiJ >-4-t>, 3-757-2- (2-^n-5-UW7x-M - 
2 5 -y'tFn-4H-f7y'D [4, 3-c] ^'J>-4-t^ 3 - 7 * 7- 2 
J(2-^DD-5-tKn^y7x^) -7- [ (3-tH'J>-4-^7nK 
;v) 7?;] _ 2 , 5-yU'n-4H-H"7yD [4, 3-c] *>"r/-4-*^ 
3 _ 75 y-2-'(2-7nn-5-i;Kn^y7x-JV) -7- (3 --=&^*U 4 
-^;v7n^y) -2, 5 - i;t Kn- 4 H- ^7 V*n [4, 3-c] ^y>;>-4- 
^ y 3 _ 75 y-2- ( 2 -^no-5-tKn^y7x-;v) -7- (2 U 

_^i^ y ) -2, 5-ytFn-4H-t'7yn [4, 3-c] 
4 _^ y 3 _ T5 y_2- (5-tbW-2-^Wx-^) -7- (3-^V 
^ y y-4-^^n^y) -2, 5 - i? t Kn - 4 H - fcT 7 7n [4, 3-c] *S 
ij>-4-*'^ 3-7?/-2- ( 5 -tFn^y-2-/f^7x-)V) -7- (2 
-^;^'jy-4-^Vxf^y) -2, 5-ytFn-4H-^7n [4 3-c] 
4-*>\ 3 _ T ,y_2- (3-liKn*y7x^) -7- I [3- (4 
_ tKn ^'>-l-tr^vy-^) 7o^] 7?7| -2, 5-ytFn-4H-H7 
Vn [4, 3-c] ^V>-4-rA 3-757-2- ( 3 - Kn * ; > 7 * ^V) 
-7- i [3- (4-^;V*V-;v) 7nt';v] 7571 -2, 5-yt Fn-4 H-t 

9!/n [4> 3 _ c ] 1; 4 -*>x~&&m$a%inzm<o<[k^%Oo 

im-^m 1 1 1 

flt&£ 1 |S«c0jk^tl7?-7 o n F7 7 
[1***1 1 2 ] 

m-xm. 1 aa«to>fb#* t /: 7°n f 5 -7 7**m 1 1 ^ s g=go 
[it 1 3 ] 

vmn w*^ 1 2 §s»<^ o 

[If ^ 1 4 ] 

S r clfi#*l.h?*S»*3U 2f5«^E^o 
[If »l 1 5 ] 

jL*f»i*! a**, w*> *mm, vmm. mm, wmm 

[it 1 7 1 

[if *I|C 18] . _ ,?• +/u fe -J- 2. ■- J- 

t i" * * ^ - ™#y5&o 
[If 19] . ^ , 

*tShf^i©fi* • ^*7j^o 

[if 2 0 ] 
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L L td*5 v> T i± * * * - * **** * fl^fcfc^HE*^ a»3&« 

W~«k<fcK<£ »J v^^-;v^Ptff$tt-f, m^i^aib-rv^o 0Jx.tf, egfr, h 

ER 2 I GFR, PDGFRf«»Dv^^-^> S r c, FAK, Me t 
f©^##lfny>^t-lr\ Ak t, c-r a f, MEKWJ^^*-^ 
^-*i±*JMftKl*^-C»««3i**:ttfimft*^ 4^ *U*.tfEGFR. Ab 1, F 
{ t _3Pfnym-b*, b-r a f f W^'J > > Vt^>4rt-^li»W 

fiMgftLck^^y^t;^ i>fX*^>f^tt«Al4Mo 8**^^ 
^fliEGFSW*^^>^t^ 5 \ W4iIii±VEGF$»^ 
feOvV-fJ!'^ #^:i±S y k^<b<£>v^^^ mMMS y k, JAK3, I k k (2 

^frbVi/r+frifi, W4liROCKf^^vy"t^\ < )HTtBlfiLi± R O C 
Rh 0 ^t0y^t^ ^ >*r>7aROCKf/5^©y^W\ ^°-^>V^ 
*liJun^5»^W, iMilfiJun, Src, GSK-3f^^y^ 

# fltttlWft'J^-^^ttl * « l^^©y^tW*til±PKC^f>©v^t^ 
j]E#if±GSK-3, VEGFfW^^y/tiV^ |IiliGSK-3fH« 
W^;Vtf*\ 1»f4Pfi^'W«J4GSK-3^^^<7?vy-^^^ #«.»tiS r 

sJc5r?'J — li^fc < £ 9 o<D^ (Src, F y n. Yes, Blk, Y 

rk Fgr Hck, Lck^^Lyn) b&Z&&®fcm<nm ^ > *±—¥X 

2) o totts rcii»ic*i:o«att*««v». ^ £l f; ^ LiL* 

*i$*L<& (^SvfcltU) o ttz, S r cii«^ffi, JL*. » 

«t 7) o i.frtfe«l3^-CftVEGFCil»il«y^tJH:S r c^i4t^fcfe ( 
##It»8) , S r cli«4l^II4t«*^ttv^o L/c^oT, Src 

ffiSE# 2005-3026188 



mm 2004-042491 



2/ 



tm 



, wz.\i*mm. ww*. ip*^ 

tits S r c*m^SLfc^^f V-?f7Xim*ft&<DX.te 

ftLtv^«t% s r c *ffi*-t-*<b'&*i±*ffliiia^#<e«Kz> : ?i» 

* (##fF» 1 0 ) o 

[0005] _ 

mi] 

R 4 
N-J-N 



S r c 

ttSo 




TO • Mitt, 5£ 

lit 2] 
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VM^»^LT*-CH2 -CH 2 -C0-££te^-CH=CH-&7«LTk J: v*oYtt-CH=*2 tzitmM 
[0 0 0 6] _ 

Kb 3] 

HN~X 





i£7 Kit, wm, mm<D^m • mmnt l-c, ^ 

[ft 4] 

. X> 

M K* N A, B*J:tfDlira-2fctt*&^ ft**^ ttllWH^ E*J:tf 

Gtt|Bj-*fctt**o-C, Mfl^ WKK^ JttMSlK^ 

10 0 0 7] / lit j-N 

[^^fp^tft 1 1 v- >X 7 > K f'f^??^^^ (Genes and development) 

, mi7m, ^2998H (2003^) o ^ 

[##tf»2] 7-^7;V Ufa- V^oQ , 

^-nv— (Annual review of cell development and biology) , Hl35g, SFfbldJt I 
1997^) 

lftftftXWl3] -tr;V 7n-)7 XVF fO?V > ->x>f v a > (Cell growth a 
nd differentiation) , mm, H269JC (199730 

[^^ffttgU ] -fe;v 7xi*j7. i>K fOrk>yx^>3> (Cell growth a 
nd differentiation) , *8%, &1287JC (1997^) 

[^f|fff:$ai£5] ^^5* ;Ut7^7* 77^ (Biochimica et biophysica 

acta) , ^1602^, *114H (2002^) 

[^fjff^ifc 6 ] ^r^^- (Cancer Research) , fS94#, f§344J| UOU 

2^F) 

[##fF\£fi£7 3 /WtuViifr 5 ^ f U - (Journal biological c 

hemistry) , ^273^, IHl052Jt (1998^) 
[##fP^:Sit 8 ] -t;v (Molecular cell) , H4^, I&915K (1999^ 

} [##It«9] -fe^ (Cell) , »64^, H693K (1991^) 
[^^f^^tftl 0] ^-W-v"— 'J^ — (Cancer Research) , H63#, H5028K ( 

2003^) 

1 ] #^2003-519127^ 
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i#it»2] mm&mmo 03/004492-^ > ? w > 

[#lf»3] S^S^WO 03/008409^^7 h 
[jfcHfcfcHU ] ^«Mfrffi«2rH#0476544#9§»l« : 
[#S«C«5] #^¥5-132484^fR 
[#fP» 6 ] @Pf>£ri!iPW0 95/32205-^ V 7 V -y \ 

WmScM. 7 1 @B&&BBISW0 01/42247-^ yyuy V 

mmmm lxo mm] 

[0 0 0 8 ] 

[if.® * * tz <D^m 

Hb5] 




R 1 (i«m»^*bTv^T^ i^TU-^^teS^^LT^-ck i^ffl 



4t7K«^ (6) 

y| fc{±(8) 



ttLtv^U^ft-;v^to Sfc, R 3 i:R\ R 4 tR\ dsi^R 



[0 0 10] 

ens; 
Mb 6] 




R\.--' 



ffi®E# 2005-3026188 



mm. 2004-042491 ^-v! 5/ 

n^>£ fc}±«m*£*LTV^T*> iv^ft-^ ; R 3 s R\ R 5 £ i ^R 6 #13 — £ fzltmtc 
oT (1)7X«, (2)-hn. (3)>7A (4)^n^>, (5)li£S:tUt:v>tUv>I 

yjfcii(8)lt*^tttv^ iv^*-;v£^-fo R £ R % R 4 tRA £J;r>R 

(b)ci- 6 T;vn^v, (cKi-eT^**-***-***^ (d)Ci- 6 T;v3^'>*;i/ 
( e )Ci- 6 T;v^r^-^;i/^-;v, (f)Ci-e t;^^*^*-^ (g)^n^:/, (h) 
t Kn V>, (i)T5A (j)-hn, (k)*^#*->, (D'>7/, (m)Ce-i2 T V 
v (n)C7-u7?^^t*'>, (o)C6-i2TV ;vtff-;K (p)C7-i4 7 7i^;v-* 

fl/^->K (q)^y-Ci. 6 7;K;V75A (r) v-Ci-e 7)^iV7 5 y , (s)C 6 -i2 T V 
75 y ^ itF(t)C 7 -i4T9;V^;VT5 7 (&T\ ®m*Bl£ H&lB-f * ) ^fefitftt** 
Jfc**l4v>L3ffi^UTv^-c>fe £v7x^;v, (2) liiriBg&»BS^fc&t*n 

ituv>tuv^7^j;vjfcB(4) iu me^^B^^ <b m «r & * 1 * v> L3 « 

ti$HWU^75 7tf:(i(3) (a)Ci- 6 T;v^;v^^ii (b)Ci-e T 
jvett $ tL-r v^t & i t f n * v ; 

R 3 . R\ R 5 i3J:tfR 6 a*, R-f fctift&oT (1)**, (2)v7A (3)^ny> % (4)Ci-e 
r;v^r;v (5)75A (6)HKn^y, (7)Ci- 5 7;V=rdf y?-fUtv^t i^Ci-eT^ 
n^v^/it±(8)^:-X(CH 2 )b-R 11 Xti-0-, -S-. -S(0)-, -S(0) 2 -, -NR 12 -, -OS 

0.- -NR 12 C0-. -NR 12 S0 2 -, -C0NR 1 2 -t.tz\i -SO2 NR 1 2 - (R 12 ti, 7K*f 7t(±Ci-6 T)V*)V 
H-T) > bi±2&v>L4<Dftifc> R n fi(a) t Kn + yf /:tiCi- 6 7J^;^tLtv^^ 
j;v>H^'JyX (b)tKoJfyi/:ttCi-67^ J r;^f ttv^-CU^t^7y-;K ( 
c) Kn*->2 /c{±Ci- 6 T;v^;v^*"UTV^T^ iv^^*'J -;vtfc(i(d) t Kndry 

C3] R 1 t6 s \ (l)(a)l£v»L3'H<0^n**2'£ fclifc Fndfy^tLt^tfe iv^Ci- 3 T;v 
(b)ci-3T;v=f^v> ( c )Ci-3T^^;v-7j;v^^;v^^r (d)^n**>, (e)fcK 
n * V (f ) T 5 J is X Xf(g) y77 (£TF> S3»C^ fc H&fa-T S ) * & »tf*L* 
^l^L3«lO^Uv^x^;l/f7'cli(2) tu 15^^*0^ frhM ft. & * 1 
>fcv>L31i*L-rv^r% iv^tf u v;v ; 
R 2 tfA 7jc* £ T 5 y* ; 

R 3 ^\ (1)7X*> (2)y7A (3)^n**>, (4)Ci-e 7;V^K (5)75A (6)fcKn*~> 
4^»±(7)Ci-6T^3^^ ; 

R\ tf&SLTJ&ifi, ra-*fcl±»&or(l)**. (2)y7A (3)^n^>, (4)Ci- 6 T;V 

v*fc(±(8)^:-X(CH2)b-R 11 (5^ X14-0-, -NR 12 -, -OSO2-, -NR 12 C0-, -NR 12 S0 2 -, 
-C0NR 12 -£*:l±-S0 2 NR 12 - (R 12 ii. fcttCi-e T^^fcSF*) , Mi2& v> L4CDSE 

R xl tt(a)t Fn^^^^}iCi-6T;v^^**LTV^T^ iv^^'J v;K (b)tKo 
^vtfc^Ci- 6 T;v^;v*^LT^T^ iv^'^yy^iK (c) Kn^->4 T 
^^^LWUV^JV^'J-^t^f^d)^ Kn^yJ/;liCi-67;^;V^tL 

r 6 »± p^f s Btrnm* tti>K (1)5* v> L8M o iwismt tt (2) a*®^. m*®^* * 
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IB C i ] iBtteHfr^W ; . . , _ „ „ ^ fl 

[4] R^(a)l4v»L3«0^nry4fcttt Fn^y^LWUv^ s7M)V 
(b)Ci 3 7jvn^y (c)Ci-s T ;v*;v-7J * (d)^n^^> (e)^hn^ 
V, (f)7?A (g) vT7-e*^^ ; 5»^^^l^^«»^ 1 ^ v>L3l@;tL ' rV '' r * * 
\j^y x. — ;v ; 

R 4 ^Sit^ 6 ^\ (2)'>TA {Z)*ury. (4) Ci-eT 

(5)75^, (6)fcKu*~>, (7)Ci-e T * v LTV^T i v>Ci- 6 T;> 3 
Uf>c ( V(8)^:-X(CH 2 ) b -R- XWWK -NR 1 2 -s ^-J?* ^ 

(R 12 i±, **$fcttCi- 6 T****^-*-) > btt2&v*L4©SE», R n li(a)t fn^yf 
/:BC, 6 7^^^t^U^^UyiK (b) * Kn *~>f *«Ci-.T** * * 
*Uv^U^^7v^K (c)tKn^yi/;liCi- 6 7;^;V^L-CV^U^ 

T?*5*L**; *>£W±R 3 i:R\ R 4 t R 5 > is i tfR 5 iR 6 k fc 

« k K:(l)5&v>L8JloW***fctt(2)«*lK : f-. i»i5J:W^^ tf ^ A 

[5)Vtf* (a)Ci- 3 7;v^K (b)Ci-3T;v^^rv. (c^n^fcitfCd) t: Kojy* 

'[6] r 2 ^\ ***fc»±r we en 

[7] R 4 ^(l)7jc«, (2)Ci- 6 T;vn^v^^L-rv^T^ iv^Ci-eT^^vt fct±(3)5S; 
• _X' (CH 2 )b--R 11 ' ; X'tt-0-, -NH-, b'ti2&v>L4^»U R 11 ii (1' ) ^ 

i/-{±& 6 7W^ttWUv»^'J S»K (2*)tKn^yi/;l±Ci-67^^^ 
^fLtv^Uv^V5y-K (3')tFn^y^;liC 1 -67^;v^fLWU 

-e * stria Ci] SB«<&i*fr£W » _ 

[8] R 5 7&*(l)3M^ (2)Ci.67JV3^f'>tf Ltv>-CUv^Ci-67^3*y*^l±(3)K 
•-X'(CH 2 )b--R 11 ' (5£*. X'ii-0-, -NH-. b' tt2* v> L4^SEiu R 11 ti(l')HKn*v 
ifcttCi 6 7^^^U^Uv^V'Jy;K (2')fcHn*V*;fcttCi-eT>Mf^ 
^Ltv^Uv>tV7y-JK (3')H Fn^r yj /;ttCi-67JV^r^«UV^U 

-efcatfna ci] ia«©i"fr£* ; ^ . ri 

C9] R 6 ^7X#*^«±Ci-6TJV3^r^^^b"CV^T^ J: v>Ci-e T^a * v c**hu§B [1 

) _ 2 5-ytFn-4H-t°7^n [4, 3-c] ^f/'J^-4-t7, 3 .~ 7 *<. 
_ 2 _ (5_ii Kn ^y-2-^fJV7x-;V) -2, 5 - v t: K n - 4 H - 7 V n [ 
4> 3 _ c] 3-75Z-2- ( 2 - * n n - 5 - t Kn * v 7 * 

-2, 5-ytKo-4H-f 7 yn [4, 3-c] V 4 -* 3-T 
, y _ 2 - ( 2 -?nn-5-UW7x^) -7- C ( 3 -^i** V >- 4 --f 
,v7oif;V) 7?;] -2, 5-yHFn-4H-f57n [4, 3-c] ^^"i 

3-T57-2- (2-^n-5-tFW7x^) -7- 
r/ _ 4 _ /f;V:/DW ) -2, 5 -ytFn-4H-E7Vn [4, 3-c] 
v _ 4 _^>, 3_ T5 y-2- (2-7nn-5-tKn^7x^) -7- (2- 
^*i;>-4->f^h*V) -2, 5 -^Kn-4H-K?yn [4, 3-c] * 
yij>-4-*>, 3-7?/-2- (5-KFO^->-2->Wx-^) -7- ( 
3-^>J>-4-^V7-n^'» -2, 5-^Fo-4H-H77n [4 3- 
c] ^ r/ -4_ tv , 3 _ T ,y_2- ( 5 -liFo^-2^Wx^) - 
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7 _ ( 2 -^;v*U^-4-^vxf^y) -2, 5 - V t Kn - 4 H - fcf«7 7n [4 
3 _ c ] ^y>-4-t s A 3-75^-2- -7- I [ 

3- -7°nli;V] T 5 7 ! -2, 5-vtKn-4 

H-evyn [4, 3-c] */'J>—4-*>, 3-T57-2- (3-tKn^>7 
^- ;V) _ 7 _ j [3 _ (4-^;V^V-;v) 7nt';v] 75^1 -2, 
4H-lf9Vn [4, 3-c] * J V > - 4 - * Wib &A!rfB Cl] aBft^fc^* I 

C l l ] TttrSfi C i ] mM<vft&m<D?u F7 y ; 

Ci2] fluffl c 1 1 mW(.<ott&mt tz\±*<o'?u K7ymtuft4Ei ; 
[13] * *iwe [12] mm^iM^; 
[14] s r c stria [ i 2 ] ia%<pE^6 ; 

[15] *<offif • t&*a-e**«flB [12) ; 

tie] itmm. mmm, nmm, mmm. nm, ±mm, ®mm. mm 
, s«js. ffF»*. 1 fci±siiwfi!s • wi-e^sf ?a [1 2] sa«o^^ 

'[17] mmmo^m • a [12] mm^mm ; s 

[1 8] m?L»Wfc**u twa [1] aattoft-e-wsfctt*^* K 7 ^©tfe*s 

[19] UMLttWfcttU t»R Cl] e«o^»4fctt^«>7nK9^o^xtS 
[20] *^-* E ^*««fc*«>ttfB Cl] B«oMSfcB^7nK77 

[2 1] m^m ■ mmMttwiik-rztztbtDwm cn iB*o<k^w*^i±-e-oyn f-7 
[001 1 ] 

tf-e^sk* rtt&£fc*L-cv>-cfc iv^j'J w r«»J tLtii, fU£ii> 
(l)(l')l&v>L31@<7VM3y> ($k 7y|, 3^«) * Kn^v£ 

^V7f JK sec-7^K tert-T^/K U'f-ZK ^^rv^f) ^ (2')C 2 -67iVt- 
;v ^-r^;K l-7°n^~;w 2-7°n^;vl?) . (3' )C 2 - 6 T)V*~)i< m, 
;v i-Vntf-/K , (4' )Ce-i2 T V - 7^~>>K l-t7f;V 

2,^^^;^) ^ (5')C7-i4T9^^>u (ffik ^>vJK 7x^fK l-^7^;v^ 
^ 2 _ i . y ^ Jl/ jj- )l/ ^) > (6')tFn^v, (7')Ci- 6 T;V3Jrv ^h^v, 

7n#*-> % >fyyn#^ 7h^rv, -fV^h^v. sec-7*h*~>, tert-7 
^>h^v, A^viVt^yf) . (8')C 6 -i2TV -/l/**~> (fik 7x;^ 
l_^-V^^**->, 2 -t7f;v*^rvf) . (9 , )C 7 -i4T9;V^;V^^>' (flK 

7x^W^y, i-t7f^^->, 2-t7Wf^v^) ^ (10')Ci- 

^ yy'u\£)Vij )V^=-)V^r^-^, ■?^)V%)]/i$~)\<**l'> ^77fJV* 

;v^;v^-;v^-^v, ^5/>u*^5if->i/**">^) > (n* )C2-6 T ;v**-;v 

#;u^;v**v^) , (i2 , )C2- 6 T;v^-;v-7j;v^^;v^^^ (0U 

;v^^v i-7*n tf ~;v#;v**~;v3-3rv'. 2-7*n t?^;v# > (13')C 

i eT/u^W* (tfk i 7nf;vft, ^y/ntf^*. ^ 

)V ^-* m) , (U')C6-i»TU-^* 7*-^*, i-t7f;vft, 2-t7f;v 
^^^ } ^ (i5>)c 7 -i4T7;v^;v^^- ^>y^ft, -7^^^;v^^. i-±"7^;v 
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y.?-;^*, 2-7-7^7- ^;v^#) , (i6')#^*^ (i7')Ci-6T;v^;v-*^^ 

^--;v ^dr~>;v*;v#-^) , (i8')C2-6T;v^-^-*^^- 

;v ^7^;V5f/;Vtff~;K i--/n^r.;v*;v^^;v, 2-7^^;^ /Hj?-/i/*§0 , 
(19')C2- 6 r;v^-;v-*^^-^ i^^a/i^^/K l-7°n tf~;v# 
2-7*0 e~;v#;i^-;v^) > (20')C 6 -i2T V -;v-# ;v*f-;v (flk ^>vM;K 

7 K;V 2 -t7F^Vf) . (21')C7-i4T9;V^r;V-^^^"^ (^1> ^ ^ * * 

„ (22')Ci-6T;V=? ;3 r ;W-f?~;V ORk ^h^y*J^-iK x.h^f->*^/^— 
;K ^n^°^v*;v^-;v, v 7°n v * 

^>#;v#-;K sec- 7" h3->#;V**-;K tert-r h^rv^^^-^. ^>-h^v#;v 
^*~>;i/**->#;v*K-;v^) , (23')C 2 -6T;vt--;v*^>-#^**-^ w> 

> (24')c 2 - 6 T>'V^-;v^^r ~>-#;v**-;v (flu ;nf-^;v*3f ->#;i/tff--;K 1- 
7n tf^-W^ ;K 2-7°n — , (25' )Ce-i2 T 0 — /u 

f-;v^-^v*;v^^;v#) , (26')C7-i4T9;v^;v^^ ^>-v;v* 
3rv^;v#-;v, ^^^^;v^-drv*;v^^;v. l-f7f;v^ h ^ 2-^7 
f-;vy >3->#;v^-;v^) , (27') #;w^^f ;k (28')^7-Ci- 6 T;vdr;v-#;w^^ 

;v#;w^^;v, f^-)Vij)V^^)V^ ^;7f;^^^K sec-T^V^W^-f 
;K tert-^JV^W^^K ^yf W^t^, ^ v;V* JW^^ )vm) , (29 
') V-Ci-eT^^-*^^^ ;v (^ y^^^^^/N^-f ;V> 5>ifJl'*^^'f/l', 

^)\,*=-)v\ y-^;vy;;u*-;K ^yywJi/*-n/, sec -y^v^^*-^K tert- 
7^;v7s;i/*-;v^) % (3i')C 2 -6T;v^-;vx;v^-;v (#!L x r -^^*-^ l- 
yn^-;v*;v*^;K 2-7*n^^JV7;v*-;vf) , (32' )C 2 -e 7;v*-;v*;v*-;v 
($] x.^;v*;v*-;k l-^n tf-;vy; ;v*-;k 2-7°nf-;v^;v*-^) > (3 
3-)75A (34')^7-Ci- 6 7W7 5 V (flk ^W?7, x.f-;VT5 7. 7'nf 
jV7 5; ^v7nif^7^, 7f;V7^7, W V 7*fJV7 5 7 . sec-7*f-;V7 5 7 , 
t e r t-7^;V7 5 7, ^yf;v75A A^y;V7^f) , (35' ) v>-Ci- 6 T)V*)VT 5 
y (15!), y^W5A yxW5A y^nn>75 7, yM77'ot>757, 
N-xf;V-N-^f;V7 5 7f) , (36' ) 7 ~C 2 - 6 T^-^T 5 7 (flk ^-)V7 5 7 
1_^D^-JV7 5 7, 2-7°n^xjV7 5 7f) , (37' ) V-C2-6 7 )^T=-^T 5 7 (00, 
yifi)i/7 5A v (i_yn^-;V) 757, v (2--7°n^-;v) 7 5 7f) , (38') 
t7-C 2 -67^x;V7 57 W, 7, l-7°n e~;V7 5 7 , 

75y#) ^ ( 3 9')v-C 2 - 6 7;V*~;V7<7 (0k yxfx;V7?7, v (l-7'nt?^;V 
) 75 7. 5> (2-7°ntf-;v) 757$) . (40' ) C6 - 1 2 T ^ — ;V T 5 J 7x-;V7 

57 N _Vxx;v-N-^f;v7 5 7f) , (41* )C 7 -i4 T 7 ;i^;v7 ^ y (ffl> ^>-y^T 
^ / N-/<>y;V-N-^f;V7;7f) , (42')yNO^> (flU 7 7|, 3^ 
i) ' (43")T^h\ (44')- bO> (45')->77, (46*):* : -(Ofe)n-Q (^4", nlil^V^ 
L3«?aSSfe, Qli(a)(i)fc Kn^y> (ii)y^^^> (^ij, 79*, 37*) * 

i4v>L3fltUtv»-ct iv>7x^ifcii(iii) Ci- 6 r;v^;v 7f-;v, 
^nti;v yyynt?;K -fv7fiK sec--7*^;v^ tert-7'^>'V> ^>"f-JK 

^^v;v^) ^^ltv^t^ iv^t"^ 1 ; v;v, (b)(i)t: Kndf->, (ii)^n$*> (fll, 7 
yH, 3 71) Sriftv>L3«*LTV>T<> ±v>7*->u*^:»±(iii)Ci-6T 

y-^;v N 7nii;v, ^^ot^K 7"^;v, ^7 7fJK sec- 7^ 
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tKn^y, (a)^uy> (M, yym, Jl«> 3*«) «rl*^ L3« trv^-r 

;v :/^;k ^;yf;K sec-7*f-;i^ tert-:7^;K ^^jk ^tLt 
v^t iv^;V*U (47' )Ci- 4 7;v* V > -CH 2 -^ -CH 2 
CH 2 -> -CH2CH2CH2-, -CH2CH2CH2CH2- m , (48 , )Ci-4T;V^r^>v^ d rv (01, -OCH2O- 
, -0CH 2 CH 2 0-, -0CH 2 CH 2 CH 2 0-, -OCH2 CH2 CH2 CH2 0- 30 (&T\ fWt k mtt & ) 

* <b s if ti £ if <b o wtmmm 1 * v> l 511 1? * *> , a 1 1 a v» L3tia 

Tii, 54 /c(±6*0^«m*m* l-fcTm;>K 2-tf n y >K 3-*°n V ;v 

tf 9 v y 2-f - r v* u ;k 4-^- t v y ;v , 5-f - 7 v* ;w 3-^vf7 v y ;v , Mvf 
tv*v;v 5-^fvf77';;K 2-**^/'; >k 4-**ty'j^, 5-**-9-vy ;k 3-4 

v^^/y^ MV**tV'J^ 5-^Vt^t7'J;K 2-7'J;V, 3-7 V/K 2-^- 
i~;K 3-f-^-^<7)5*O^W«m* ; 3-tf'J y^> 4-t?v>v;K 

t^y-jv 2- try ^ v-^v, 4- try 5 v-;k 5-tfV 5 3-tru ^-?->K 

5 ^/'J ;V 2-^>vM 5 r/V >K 2-^^V^TV* 1 ; >K 3-^^/4 Vf7 VU 2- 

3-^>VMVt«y'J)K 2-^V , /7'^, 3-^>"/7V^ 2- 

[0014] 

R 1 fc Ltll, (1) (a)l&v> LSlitfV^y^f /clit; Fn^y?:f Ltvu iv^Ci-eT 
;v^;K (b)ci- 6 y;V3^>> (c)Ci-e 7;v d r*'-# ^/^-^/** (d)Ci-e 7;v a dp v ij 
;v#-;K (e)Ci- 6 7;v^;v-#^-^K (f)Ci-67^;v^;v*~;K (g)^^'A (h 
)th*n^A (i)75/, (j)-hn, (k)*^^v, (l)v7A (m)Ce-i2 T U 
(n)C7-i4T9;v^;v^^fv, (o)C 6 -i2T i ; -;v-^;v^-;v, ( P )C 7 -i4 7 -7 

#;l/tf?^;K (q) •=& / -Ci -67> ;3 r^75 7, (r) v-Ci-6 T ^^r^7 5 / , (s)C 6 -i 2 T 1 ;- 
^75 7^^^)07-1477^^75 7 (&T\ «m*B^tB&iBi-^) ^^StftL* 

^l^V>L3ji^LTV^T^J:v^-7^-;Vs (2) 1trffi«m*BP ^ 3 tfft * US * 
i*v»L3fl8^L-cv>-ct J:v^y v;v. (3)i!BtW*tlia^tM*i&^ L3 
ii^ LO>tU^f77*'J;VJ/: tt (4) ItrlBSmSB^^ lb S(J ttS 1 & L31H 

$ fe^, (1) (a)lftv>L3fl©Any>i fclifc Kn^r->*tLTV>TUKi-37^ 
;v (b)Ci 37^3*'/, (c)Ci-37;v d r;v-*;v^-;v^-^->, (d)^ny>, (e)nFn 
(f)75 j &iLXf{&)i/r; (Jsit, ^«c^fcm&ia-t^) ^^iim^»tti*^i 

& ^L3it L T T 6 «t i - )V Z fz it (2) miB«mSC^^ ^limstfl 1 

fc 0 t?tt. (a)lftv»U3flao^n^*>Sfcttli Fn^y^^ttv^t i i v^Ci-3 7 JV^r 
;v (b)Ci- 3 7;v=f^v, (c)Ci- 3 7;v^^-^^'i ? -^^ d r'>- (e)U'n 
^rV (f)7$7, ( g )y77ti§ii?.i^f>ia , ti^W^l^^L3fltLtv^i 
twW-Ji'WsU, #lc(a)Ci- 3 7;v^;v, (b)Ci-s 7;V^ (c)^n^*>^J: 
lf(d) n Fn^y^tiim^i»l^^L3«Ltv^i iv>7x-J/#fft Lv^ 

[0 0 15] 
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r 2 -c3£S*ls rttMf LWUv^^J r*»J fcUtTli, fUx.«\ (1 
)HtriBgm»A^^^a^^W^*l^^L5«LTV^-Ct i V>Ci- 6 T;V*;V (0k ^ 
7ntf;K ^VT-n^K 7*^;W ^VW, sec-7*?-;K 

7***>K l-?-7^;V^K 2 -t7fiMf^) ***tffe*t*o -tLt 

xf^, ^V^n^K 7*^K ^V7f)K sec-7^;v tert- 

Ltv>tuv^7;v^^ (0k ^r-->K l-yn^;K z-fu*-**) , (3) 
tfria«m»A^^ & Si* *ta fi»* i * ^ L5M Ltv^-cu v-c 2 _ 6 r ;v - ;v (0k 

^^L5ltUv^U^C3-6v^7;H^ (0k V^n^n^, ~>^W; 

itUv^Uv^T'J-* («. l-t7ff, 2-7-7^) 

, -<7v;K 7^*^;K l-^f-^^K 2--T 7 *frfr*tt<b*L*o 

tf-egESrti rMt*£*"kTv>Tk J:v>f-^-;vJ fcLTii. 0)x.i2\ (D(l')HtrlB 

^e;K ^VT-n^K T^W ^7 7?7K sec-7^K 

m*Ai^<bSim*iim^ 

2 1 7*n^;K 2-7nt?^;v^) , (4')«riait«ia6A»^e>*«*tSll»l**l*^U 
5«btv^Uv>C 3 . 6 ^n7M^ (0k ^n^na n^>u, i>£n 
^7>-;v ^nA^y;vf) . (5 1 )trci«ii»*«tfW«»* l4VJLB «* 
Uv^U^C6- 12 7U-;v (0k i-t7f;K 2-7-7***) > (6')iuiS 

y^v 7xiNf-;v i-7-7*;i^*;k 2-t7f;^f^) . (7')Mga«mSAi^<b 

L5M ltv^t t X v>ci-eT***-* (01 

" ^v/fi^jv*-^ sec -7*;v#;v^-;K t ert-7*;v#^-;K ^v+fr* 
;vi^;v ^*****#->HM > (8')tWa««*A»*fe»tf*t41H»*l4v^ U> 
-ri.-r* fv^-eT^^-^-*^*-^ (0k xf-)l'^#-^ l-7°n^~ 

;v^ ;v ^-;v ^n7-f;^)V*'-^ v * n * > * * * ;v #- ;K v*n^*5//i/* 
;l/5j? - ;l ^) ^ (ir)ii|r|Billfc*A»^P>atftLS**ait«rlftv>L5ffl^LTV>r'bJ:v>Ca 

ffi!SE# 2005-3026188 



#0 2004-042491 



^-v: 11/ 



-i 2 7'J-^-*^-^ (flK ^>VM;K l-t7F^K 2-t7H)Vf) , (12')HU 
SB*m»A£M* P>ilfii £ * 1 ft ^ L5ffl* L T T 4 «fc v>C 7 - 1 1 T 9 ^ * ;v- Kfr 

2_^-^^;v^^;v*;v^-;^) , (i3 , )mriB*tft«A»^'batf*L*lt*afeSrl4v>L5« 

y 1 * v * ;v >K sec-y b ^ v * ;v ;k tert-7 h * * /Hi?- /K ^ > h ^ v 

, (14' )i|jriB«*afeAP^^atf^*«ifea!f* 
lft^LS-ML-c^Tk i^c 2 -67;v^-;vt^y-*;^"^ (flk ^-r-;v^-^v^ 
i.yn^;i/t*y*^^-^K 2-7°n^-iVt J ry*;v*-^) . (15') 

iiettiAS^^lifwtti^i^^LsMLtv^uv^-eTi^-^t^y; 

v^U^C3- 6 y^n7M^t^y-*;v^^ ->^n^nii;vtJry^;v^- 

# ; v^;k 2-t7f;vt^->*^*-^f) iBi^ds^ffriasm^A^^^M^^S 
ii^i^v>i5iliL-cv^uv^C7-ii77JV^;vt^y-*;^-> (M. 
^v#;v**-;K i-t7f^^ h^->*^-^ 2-7-7 

>^->#;v;K-;H£) frbMlfti&UWt^xm&ZttX^Xii iv>f*-^, (2) 

;v (f!k xf^7 ;v*-;K 7nt>7;v*-;K ^v7nE';^;i/ 

7 *f;^ji/^-;v, >f v ^f- ;V X ;v * - sec-7^;^^;v^-^> tert-T^ 
, (3) Htfae^A^ kitiftL* lft V* L5M LT V>T <£ v> 

C6-i2 7'J-;^^*-^ ^-tf^*^*-^ i-7--7^-;v.x;v*-;K 2-t7f 
; v * ;v * - ifbti&o 

[0 0 18] 

R 2 ata, (DtMR, (2)(a)Ci- 6 T;v^;vt7^«(b)Ci-6T;v^;v-*;v^^;ve-=ey 

^-]Vt»tl§titv>t U v^t Fo ^fy L < , ft *S5lfcli75;# 

ftf-t Lv> 0 
[0019] 

)iulBgm*A#^^®tftL^^«^iftv^L5«LTv^-c^ iv>Ci- 6 T;v*;v ^ 
jt.-?-;k 7nt"JK ^fv7ntf;V, y^;K ^7 7 4 fJK sec-T^K tert-^f- 
;K ^;/?-;k /\3->;v#) , (2)tufB«mSA^^^Sif tt&«^£lft^ 
^•CUv^- 6 7;H-JV (W, if-JK i-7n^-;K 2-7°n^-;v^) , (3)tuiE 

~;K l-ynt£~;K 2-^n V-frm > (4)#fia«tfelfeAP^^®{^*emS«:lftv> 
L5«L-CV>T*> iK 3 -6y^n7;^JV (W> y^7ntX 

m«AP^e>®(drtL*e3!lS J Srlft^L5li*Lrv^-rfe i^C 7 -ii77;v^iV (f!l> 

;K i_t7f;v>fK 2-^-7-^;vy f-;vl^) „ (7) huIB4^*A^^ (b^iff 

77f;^;v#iJK sec-:/*^**"**— >K tert-7*^# ^>-^;v*;v^ 
-;k ^^->;V5&;v^"^) > (8) Bffta«m^A^^^S^tL^,«m*^ift^ L5«L 
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*) ^ (ll)itmiltl^A^^ 

;V _^;l,^-;V ^>VM;V. l-t7h^K 2-t7M)Vf) . (12) HUBB*«I*A^ 

-^;V^;V^-;V^) , (13)*riB1I**A»* & Si**-* 14 V> L5« L T V> T «> 

, (i6)lt)|5®m^A^^^«im^«S*l4v^L5j®^tr^-Ct iv^Cs- 

)vm . (i7)mMm*A^ibStftLSe«l»*l4v»L5iH^rLTv S T^ iv^C6-i2TV 
_;V^-^~>-*;V^^;V (01. 7xMJ/*^, l-t7fiVt^y*iV'f-JK 2- 

t7f;vt^y^v**-^) > (i8)«riE«tfc*A»^^atf*L411tft**i*^L5ffl* 
Ltv>TUK7-n77;v^;vt^y-*^^-^ (flU ^> v^^v**'*--^ 7 

- ;v ^) % (i9)^|ailtfca»56» e>«tf^* ^L5ffl*L-trv>-C*> J: v>Ci- 6 T 
OflU ^f-;v, -/nt^K ^7 7-nt>, ^V^f^, sec-7^ 

) . miEfiSI3feA^^Stftt*««llfe*l*v>L5ii*L-Cv>Tfc i v>C 2 -6 T JV*-£ ( 

fLt^TUK6-i27'J-;v (flk ?^->K i-t7f^ 2-7-j7^;v^) > buibs^ 
ifeiy^^feitfJiattiiafesiftv^Lsflf L-cv>-ctJ:v»C7.ii77^^^ (flu 

7 *-^#jv^;k sec-yf-;v*;v#-;v> tert-^^*^#-^> 

;v ^*v;v#;v**-;v#) , tfria«m»A^^S(ftL^>«m*^l4^1-5MLTvj 

tUv>C 2 .67)V7-;v-*JV*-^ (flU J.-r-;v#;v*'-;K i-7°n-<-;v^;vj- 

r^TUv^- 6 7;v^-;v-*^^^ (#»> l-yntT-*** 
fLtv>tU^C3- 6 y^7;v^r^*^*"^ v^n 7 °nt:;V77;VjK-;K ^ 

iE«m»Af^^ hmiiti & mmm * 1 & v> tsm l t v> t <e> «t v>c 6 - 1 % r v - ^- * * * - 

;v (®K ^>W;k i-t7>^f;K 2-t7h^J>f) . |trlB«^3feA^^"b»«tL*e 

»^l4v^L5«LTV^Tfe iV>C7-n77^^-*^^-^ 
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^—7: 13/ 



# ;v ^ - ;k tert-r h^y»;> ^ > b * ~> * ^*-^> ^ * * v # ^ # 

i>£>illi£*i&«m»£l&^ L510*L-CV>T^ J^Cs-e y^nTJ^^t^y-^^- 
;v (^0, y ^ n 7"n t ~> * y^nyf^t^y^H*-^ - yy u^y 

^^,gm*^l^V^U5^L-CV^T^ J:v>C6_i2TU-A'*^V-*^#-^ ($!> ^7 
3->#;w-K-;k v#;v^-JK 2-^7^^>'#^^^ | £) 

miaem^A^^ <b st* h * i & ^ l 51@^ l t ^ x %> x v>c 7 - 1 1 r v * *t * * * s s 

^h^y*;v*-;v> 2-^7^;^ b^rv^v**-^) ^y^:!iy'it^ttv> 

r 2 r 3 r\ RStezmfx-m-zfrz rt»tuv>tuv>tFn^yj o rem 

[0 0 2 1 ] 

R\ R 4 . R 5 *3 XV^X^tZtiZ n»l^tU"C^t 4 J;v^3--;vj iLtli, husB 



R 3 hR 4 , r 4 ^r\ &xm 5 tR 6 mmir&)kmj%^tti>izmmirz> : mt itit 

*mt^}±(2)B()iagm*A^^S^tt^.«m* : lrl^v^L5ML-CV>T^ iv\ 



[0 0 2 2 ] 



[it 7] 




,'6 
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L5m^Lr^-C%> £V>5&V^L8jtO|WIS§mJ r5^v^L8M60lWI»mJ iUli, Cs- 

, Cs-r>^7H> (f!k ->^n^f^ v^n^3r-fe>\ y^n^7V>, 

srju siB^iimc-c^tta, r«raait»3feA^*e>»tftta«jfeafe*i*v>L&ii*L 

1-*5fcv*L8*<o«*ftJ co. raStJR^^ f f i3 i ff«f JIT * ^ lif^tS n 
jK^fclfcv»L3«#-r*5&v>L8JI<&tt*3il) fcL"CI±. t°n-;K ^r/HK 5 ^ 
y»_; K 77^, ^^f^y-^> fT^-iK ^">Jy-/, tfVSv^ H U 

VVy, [1, 3] yt^rV-^ [2, 3] 4-y«y>, [1, 4 

] ^-^-t^-ffV^A, [1, 4] ^T^^Al^&tf ^tt^o 
[0 0 2 3 ] 

R\ R\ R 5 33±l/R 6 tVXli, m-ttzimft^r, (I)tK^ (2)^>7A (3)^n^r 
(4)Ci- 6 7;V^K (5)75;, (6)tF'n^A (7)Ci-e 7;V3^r'>^tLW <£> X 
Ki-67;V3^vf /ii±(8)^:-X(CH 2 )b-R 11 (sS'K XI±(K -S-, -S(0)-. -S(0) 2 -. -N 
R 12 - -OSO2-. -NR 12 C0-, -NR 12 S0 2 -, -CONR 12 -^ /i(i-S0 2 NR 12 - (R 12 l±, fcttCi- 
6 y;v^;v tf-fr, j-^K /nf;K ^fV7"nh°;v, 7^;K 'fv^f^ sec- 
tert-^f-;V#) £^-f) , b!i2^v^UOtt, R 1 1 1± (a) Kn * -> £ fcttCi-e 

tiCi 6 r;v^;v (flk *^/K ^jv^) ^Ltv^Uv^^7y^K (c)fcKn 
yy-jV^f) ^§WSifiU>„ &£W±R 3 tR\ R 4 hR 5 . £ £ O^ 5 R 6 it M 

m-tzikm^t tbiziDst^LSM^mmmztzitwmmm^ mmm^xx/m^ 

%,=^fr h iltf tLS n JK^ * 1 * L3«-f £ 5% L8M 0*S«£ * t » 

[0 0 2 4] , x . , / 

#rffcLT(i. (1)7X«. (2)v7^ (3)^n^>, (4)Ci-e 7 (5) T * J > ( 

[0025] , 

#i:R 4 tLti±> (l)*3lk (2)'>7A (3)^°^A (4)Ci-e T;V (5)75A ( 

6) 11 Fn^A (7)Ci-67;vn^v£^LTV>-C*> Jiv^Ci-eT^n^i/f fct±(8)=S: : -X(C 
H 2 )b-R 11 Xt±-0-, -NR 12 -, -OSO2-, -NR 12 C0-, -NR 12 S0 2 - (R 12 ^. **tfcttCi 

6 T;v^;v^7K-t) , btt2fcv»L4©SE»U R n li(a)t Kn^S/ifcliCi-eT^^tt 
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5->*-jK (c) t: Kn^rvS ^{±Ci-6T;v^;v=Sr*L-CV^T% iv^v^U -;i/^/st±(d) 

ffiHV^„ i: 1? (l)TK^ (2)Ci- 6 7^nary^LTV^UV^-67;Vn^ry 

f fc{i(3):£ : -X' (CH2V-R 11 ' X'ii-0-, -NH-, b'i±2£v>L4C9»U R t±(l) 

t Kn^yffcliCi-eT^^r^^lrttv^^ £\,*\£*<y v^K (2) n Kn*>>£fcW:Ci- 
6 7;i^;v£:t L"Cv>T & £v>ti°^9 vJK (3) t: Fn^y i/:ttCi-6T;v^;v^tLtv^ 

[0 0 2 6] 

Jf#^R 5 fcLTli, (1)7X*> (2)v7A (3)^n^>, (4) Ci - 6 7 * * >K (5)7?A 
(6)t Kn^y, (7)Ci-e7^nJfy^f Ltv^Ti =fc T^^^f^t/cli (8)5^ : -X( 

CHOb-R 11 (5£*> Xti-0-, -NR 12 -, -OSO2-. -NR 12 C0-, -NR 12 S0 2 - (R 12 «. **SfcttC 
1 6 7J^;^^t) , b«2^V>L4CO«, R 11 [±(a)tFn^y|fcl±Ci-67JV^r;^t 
Ltv^Uv^^'J (b) Kn^r->f fcliCi.6T^^rn/*^TL-Cv»"C <> ±v>e^ 

^ v-;K (c) t: Fn^yi/cl±Ci-6 7;V^riV^f LTV^-C^, J: v^ju* Vj^V t tz \± (d) 

ifU^o fc«9frtt. (l)7|c*s (2)Ci-67;V3*~>£^LTV>-C*> J: v>Ci- 6 7;vn * v 

f/^i(3)^: : -X' (CH 2 ) b '-R 11 ' (5^, x'f±-0-> -nh-. b' t±2&^L4?>lliL R »i(D 

Y. Fn^vf fctiCi-eT^^r^^^LTV^T t £V^"^'J v;K (2) H Fo^fvt fc(±Ci- 
tv^ti iv^;v^'J ^;vt/:li(4)b Fn f fziiCi-e T^^^^M Lxv^r & J; v> 

[0 0 2 7] / n ^ , 

#^R 6 tLt(i, (DtK*. (2)->7A (3)^n^>, (4) Ci- 6 7;v^;K (5)7^7, 
(6) t Fn^y, (7)Ci-e T ;v 3 * v fc^t LT v^T & J: 7^3 ;3 f">^^(4 (8)5^ : -X( 

CH 2 ) b -R n X(±-0-, -NR 12 -, -OSO2-. -NR 12 C0-. -NR 12 S0 2 - (R 12 i±> 7X«/i{±C 

!_ 6 T;v^;v^^i-) > bfi2&v> L4coilfc, r 11 f±(a) h Fa^fyt 7tt±Ci-6T;v^;v^* 
LTV>T*> «fcv>tf^V v^K (b) t Fn^y^/ciiCi-67;^)V^ttv^^ J: v^tf^ 
(c)t Fn^yi/ci±Ci-67JV^^«:tLTV^^ iv^*'J -;v£*:f£(d) 

[0 0 2 8] 

(I) tua, JMfcfiWi, 3-7^-7, 8-v7 F^v-2- 
Fn^y-2-^f;V7x-;V) -2, Kn-4H-t"77o [4, 3-c] * 

; y y- 4-*Zs^ 3 _ T5 y_2- (5 — t Fn^y - 2 -^f;V7x-;V) -2, 5 
-yEFn-4H-t°7V'n [4, 3-c] dr7D>-4-*^ 3-757-2- (2 
- 7 nn-5-HFn^y7x^v) - 2, 5 — v t Kn-4 H-tf9V*n [4, 3-c 
] ^; r/ -4-tV, 3-757-2- (2-^nn-5-U'n^y7x-;v) -7 
_ [ ( 3 >- 4 --f ;V/nfcf;V) 757] -2, 5 - v t Fn - 4 H- V 

n [4> 3_ c ] ^y 1 ; > _4_^ >> 3-757-2- ( 2 - * U U - 5 - t Fn * V 
7jc _.' ;V ) _ 7 _ (3-^;v^iJ>-4-^^7n,f^fy) -2, 5-ytFn-4H- 
tf^yn [4, 3-c]^7'J>-4-t>> 3-757-2- ( 2 - * tf n - 5 - H F 
D ^ y7x -;i,) -7-(2-^V*'J>-4-^^Ky) -2, 5-vt:Ftt-4 
H-t°9V"n [4, 3-c] ^r7'J7-4-t7, 3 -75 7- 2- (5-tFo^y- 
2 _^f;v7x-;v) -7- (3 -^;v*U >- 4 -4 ;V7*n *°^>0 -2, 
u-4H-H°9V*n [4, 3-c] ^f7'J7-4-t>, 3 -757-2 - (5-tFn 
^, v _ 2 -^f ji/7x- - 7- (2 -^/nfc 'J >— 4 -W F -2, 5-v 
tFn-4H-t?7V*n [4, 3-c] ^f7 i ;>-4-^>, 3 -75 7- 2 - (3-t 
FD^v7x^V) -7- I [3- (4-tFn^ry-l-^'Jy-;v) y°u\£)^ 7 
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? y\ _ 2 5-yKKn-4H-K°77o [4, 3-c] * J V * - A -*y ^ 3-7 
;;_2-'( 3 -tKn^y7x^) -7- I [3- (4-***^*) ^Kl 
_ 2 , 5 -ytFn-4H-t"7V'n [4, 3-c] */'J>-4-t^ 

ftimaUmtLxii, wiifiii, TV*-***, a^i^i 

, krav^, 2,6-**v>, x^-^rrA wy-^rrA hi; ^ y ~?l T 

5> ^da^;V75A ^>^a^>;VT?A y.^v^xf W/vT 
V» S^m 1 >; -7 ;v ^ n 7v;vi, -> * 9 It. ISt> t W > 

it m\&T yfy* ^ >r^£ <DW)*w^f bti&o 

Mmmtom., tiz\mm. y*»n* 7^», y^i^J;* f 

fls#w(i)»±ratt7e* («, 3 h. 14 c. 35 s) 4^i»s*LTv»tuv», 

^^H 0 M(I)«7'nF77nLm M(I)©7^^7'>ML T** 

Mb ^m^n^-fb^ C^fl. Mi(i)«75;fx^t7^Mt> 77-Mb 

4b K^flMfcSftfcft'fr* 4b£-%(I)<^ Fo^ry#7-fefMt> ^ V 

* WMfc 7*n/V4Mk> fcT^n^Mfc, t^y-Mfc, 7 7^ML 

J^f-zvyW ^f-;v#;v*-Mb£^Mb^t?#3 , <k#f»(l)o*JU#*V 

7x-;vx^tMt, *;H*y>f^^fML ^W?7^f^rMt 

^jy;vx^fjvft, (MfW-t*7-l,3-y«7V7-H^) ^;v^t-;v 
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iN^t(i)«^F7^i^ jAiH#)£i990^fiJ ns^S^P^^J f^^f&atie 

[0 0 3 2] 

&tik7km&M : ^ * ^ ^ * ^ 

( 0 0 3 3 ]| 

X^r- A 1 

I4b 9] 



1a 



T T T + nh 2 

R 7 R 3a 
( II ) ( HI ) 






( V ) ( i ) 

[35* R 1 R 2 , R 3 , R 4 , ^^i^R^ittiSBilwi^-e^^o R la . R 2a . R 3a , R 4a , R 5a 
£ ioi^liJKKR 1 , R 2 R\ R*^ R 5 ^i^ 6 > *Sv»ttji^*RJ©^J: «3JIKR\ R\ R 
3 . r\ R 5 #«££fR 6 «$l£*L&*, R 2 Miy;v3^v>#;v^~>>K 7;v^yft*;v*" 

[0034] . 

/Ki/ft*^-^ ^7 7 > >^yft*^^^K sec-r f^yf iAiV^'-JK 
tert-:/ h^yf-t*^'f-^f©Ci-6 7;V3 d ry-* /l/aj?— JV^&i-f tL& 0 

(II) bfo&b (III) tORfS^J: t)&hti2>ft&m (IV) ttttM 
»BeiS*frv> % >fk^% (V) SfcfcaS&RJSfcfHifcfci: »MfrfrW (I) fc« 
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ittm 3 (i\) hit&m (ill) ifctifotti^ti*^* (IV) 
wiif7jV3 _ jl//m x-f« R«».v#*. T^h 

U^A^^te^afe^WbtLSo (ID lt^tt, (I 

II) £fci±-e-©3fcl±0. 5^Li o^e;v^*> »4 L<Hl&v>L5^atffi^t, 
*U **tt0. 5^L1 O^^IL ffiL<lil4v>L5^i^f,jL*. 
fc*KMU*MU -504V>L20 O^C, JffSb<tt-2 04v»L10 PS!*?:*?' 
B#|HJttO. 54^L96B|FI, fflKiiO. 5^L7 2HWt, J: *) *f * L < 1 ft 

(iv) <DMimK£%ft&m (v) ^mm^m*, 

M$€^^H:if)1fHH^^o R 7 ^4-^ 

Ib^t/ (IV) (7>m&, hij7Kn^^*>», 7-V-/K >'J7;^n« 

oji'frlfc*^***-^^^ (v) *8Ht"*-£ *o ^^^ 7 

T -y-;W20 l*v>LlMIv^Mo ;ot§R£S^> -5 0&v>L2 0 0 
°C ^L<!i-2 0^llOOmi5, «li±0. 5^L9 6P|f4f^< 
{±0 5&v>L7 2«fWC*4o R^^vy^lit-C**^* (IV) <£>»£\ 

o t %jkiK&x<7>mBe.ft 5^v^L5 o o , Rtsaastt. - 20^^12000, 5+ 

t L<(£0&v*Ll 0 CC-C^V), JRJS«fIHH±0. 5 ft t 9 6 B#f^ L < »* 0 . 5 

ftv^ L 7 2 B#HT?*&o 
jb^tJ (v) (I) ^o*B6i±, ^no^-a. flfctfr^Mt, 7v;Wfc 

}f^*iWKt^^o R la , R 2a , R 3a , R 4a ^ R 5 ^XXM^n\¥JzR\ r 

x R s^ R 4^ R s^ xzjttf it^m (v) (i) i-^^tL&o 

[ 0 0 3 6 1 

X^r- A 2 

[ftio] 




CI 



KlH 2 R \ 




( III ) R 2a -Ax> 



1a 

N— N 




H 



( II ) 



( VI ) ( v ) . 

raV R la R 2a R 3a > R 4a > R 5a ^ R6a ^ R^isi^R^ittria^^^*^*^ 0 ] 
^i? (v) w&m (i i) ^>R 7 afe©K«KKJiS^J: vnbti&tt&m (vi) t 

(III) fc^RJ&^J: f)»^-W^^o 

(ii) ©jftRRfcJ:;MfrfrW (VI) *>«j£tt»*!5fc#« I K fcSfcMfiUKI* 

<Mb^% (II) *>»^ f'J7;Hn^^M>S, T ^y-;K bn^nft 
»<0fi^*^BS«-fcfc*Mfr£"* (VI) *IIt4ifc^^o 

^ T -y-/w±0. li^Llfifflv^Mo i<DJ:iR{ESS(i> -5 0ftv>L2 
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0 0 °C. ftt L<(±-20*v^L100 'C-e* 1) > Rj£l$Wtt 0 . 5^v>L9 6 B#|HU Sf 
[0 0 3 7] 

it&m (vi) Mb^-* (iii) * fcti^-^ttt^KJEtJ:*^* (v) <om&\z 

V&mnteffiMMtfmfbtiZo z<Dt£1k&® (VI) K;H:Wlt, it&m (I I 
I) tfctt^OiftttO. 5 L l 0 t ^Si, i t < li 1 4v» L 5 t ^Si^v^^L 
, *fi*l±0. 5^v^Ll O^iHI, |ifSL<lil^L5^lll^?)W, - co £ 
izKfcUmte, -5 04v»L 2 0 0<C, UZ LU4-2 O^^Ll 0 O'CCfc^ R&fS 
BJfiO. 5^L9 6B&IBU &t L<ii0. 5^v>L7 2Blit% i^iKlil*^ 

[0 0 3 8] 



— A 3 
[4t 1 1 1 





;OOR 8 O^Nptl R 

R R 3a 




( VII ) ( VIII ) ( ix ) ( n ) 

[5£*, R 35 \ R 4a > R 5a . R 6a ^ R 2b ^ i^^BulBfclwi^*-^ R 8 »±fi»T^^^* 

/X R 8 ^e^$tL^ R&mr^^vJ fctt, Wilt yntf/K ^vfuM 

;K 7*-7-;K 4V7'f;K sec-^f-ZK tert-^f-JK ^^f^> ^^v;v^oCi-eT;v 

(i i) mt&m (vi n ttt&m (vnn c^tii^m^ c 

(VI I) Mb^tl (VIII) J: MfrfrW (IX) OgHiti, as^«* 

N, N-^fmhT5K, N, N-^f^AT? 
K^f?»tL5o iv^llttttt, 7K*4bf- h V t e r t h V * 

A^coM^^tf bMo z.<D££ik&m (VI I) HiH:MLr, ft&m (VI 
II) {±0. 5^^L5^Hi> ffl t<t±l*v^L3^iViiffl^f,^ &&l±0. 
5 53:v»L 5^^^ifix jf i L < li 1 4v^ L 3 t^iifflv^ f> *L4 0 Z <D £ & fcB&Btli * 
0^^1 2 0 0^ ffiL<li50ftV^150 °C^& «9 s RI&BSfflt* 1 fcv* L 9 6 B#W 
. tiKlil >&v^L7 2 8#F^ i L< 14 1 &v>L2 4tWt*4. 

[0 0 3 9] 

-fk#» (IX) o^nMbCUM (I I) cd»e5±, 

i&{b^*-;v&t*^lf £*l&o at^3t7r/^}ftUf±, N, N-^x 
n, N-^W-'J'A fV7°nt"jV7r/, »fl^A feK^ 
W >WL% £&mfbtiZ> 0 :otift^* (IX) l^^CMlt, *n;Wb£iJiil& 
v^L5 0^E;V^». Sf* b< i4 3 &V>L 1 O^^Stfflv^fL, ^flU - * 3 i7 5 :/* £ 
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0^;v^», 0$b<l±3 4v»L5-=EA'S*fflv>e>tL*o iOfc^RjSfifl? 
14 0^12 0 0°C, ffiU<li04v»tl 5 OTCTfclK RfSWHttO. 5^v>L9 

i^U-iaoKttfcfcMfrfrW (vii) tt, WA.ttX<ox*-*iK*o"c&& 
•f z> z. t /5 s_ e § * o 

Mb l 2 ] 

H isa R R 3a 



H 2 N 



R 3a H R 



( x ) 



( XI ) ( vii ) 



<fc<» (VI I) 14, -5-tLg#^fil4fett^fiI^fe^t"f»**^*^* (X) 
J:t)*i63*i*<frfr« (XI) i^U (XII) 

^14? \xf #><Mt£-% (XI) ^ORJfetta^4:«F«*, aa60#5fiET**v»tt^ 
■fc-f ^&#;v^~;Wfc#J£tf^£«-^4 fc**-CiSo fflv^-W 

fc LT14 fflx.(f R^7K«.^-W^ 7* h - > 'J >K 

N N -y^f;v*;^7? Ff#W^^^»o iv^MtLti^ h'Jxf^7^> 

ifhft&o Z<DtZft4&B (X) KiH^Lt, **#-/Ml3W»iO. BftvjLlO* 

<»±0*v^L5^^*ffiv^tLS o iOfciRJSM^ -5 0^v>L2 0 0 °C, 
L<{4— 2 O^^Ll 0 0 °CX-h «9 , »B#F^(± 0 . 5*^196 0#B. 0£ L < {4 0 . 

^» 4 (vi i) (4. (xi) Mfr&w (xii) t*mm*>, ssw^te 

, ^fc7K#m«F«, Anyvm T^rf-h^K N, N-^W^7^ 
^If^tLSo fflv^m»fcLTJ±, *3Hfc7MJ*^ t e r t-r>*'>*yjA* 
imVmZo £OfcMfc#W (XI) l^WU. ft^tJ (XII) 54 0 . 5fcV> 
L 1 0^;v^*> £F£ L<i4 1 4v^5*^ilV>bft, i£*t4 0. 5^^L1 O^fr 

0 0°C 0f L<f4-2 O^Ll 0 0 c Ctr&^K R»f^i4 0. 5 fcv* L 9 6 B&NU # 
4L<ko. 5fcv*L7 2B*IWC, 4 "9 #f * L < 14 1 ft L 2 4 f$W"?* & o 

j?E^i-A3 05lR«-fc&*^» (VII) 11, «^^-A5CJ:oT4» 

arts t 

X^r-A 5 
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[ftl3] 




5a 



R 7a -CHO 



( XIV ) 



O R 6 

HN^f^R 4a 
R 7 R 3a 

( XV ) 




O R 8a 
R 7 R 3a 

( VII ) 

K*. R 3 \ R 4a > R 5a > R 6 *&£V i RUmmtm : MMX~$>2>j R 9 5±7]c*. MT^^^V, 

r 9 -?*^* r«r;v^r;vj tit, 7 ° DbJK ^ V7nH 

;k >fyyf^ sec-T^/K tert-^>K ^^v^oCi- 6 r;v 

^itiS^v 1 1) a, (xiii) tit&m (xiv) Kx^nh^it^ ( 
xv) ^tets^Mb^tJ (xvi) <D*jm-n'ftKxy)mTik-t&z±fr"?Zfo 
m>m (xv) ^ti%fe&&x^&fr&*n<D^m^mtxm&zfr&it&m(x i 

I I)fc>fb#l»(X I V)*ffiv>T. jlTC^T^ /^RJSO^l' J: «lt2>-^^i 

«t+ M(xi I i)fcft^»(xi v)%. &***«fl*ffrfr« (Wxtf, 

ft ©?tTR£'H^U:it)at^i:^^o - <o t f*ftHr®(X I I I ) 1 
t^Kttt, M(XIV)liO. 5fcv>Ll 0^;v^*. »Sl<lil4v»L5^ 
SMfflv^tL, &JR**«#ft#WttO. 5^110^11, 04 L<(41 fcv>L5 
*r*£Sffiv^*L*o Z<Db£5Lfcfomi±. 0*v-U2 0 0°C, L<t42 O^Ll 
0 0 °C-Cab *) > RI&BSWtt 0 . 5^v^L9 6 I* IB. 04 L < (4 1 L 2 4 W«T?*4o 

ibi^MXV) OR 9 ^7jc#JI^C0^, >ft^ (XV) lift^*(XVI)fc&4o 
% (XV) (7)R 9 ^7jc«JF^-e{i^v^^^«> ^n^Tjfe. Qlx.\tTfriivn-frftmWto 
, *ta*fl*JE£, *fctt*j^**in^4*«!K <fc^i» (XV) *Mt*W(X 

V I ) fcS^&'t" * ^ 36*"C § * o 

(XVI) (VI I) SI#ST*M> 

li*##T\ -as * * ^ #-Mfc5ffl fcflsffl 3 * - * K * "3 * - ^ * ° ^ V ' 

if^SlfbtL^o ^©iMfc^ft (XVI) l^;V«tLT. *^#-Mk#JiiO. 5>S: 
v>Ll 0*;v^fi, »4 L< 14 1 4v»L5t)HilSV'^, MliO^v^Ll 0^e;v^ 
• ffiKliO^LS^Iiliv^Jii. £<z>fc ££J&i&&{±, -5 0&v^L2 0 
0°C 04 L<(4-2 0&V^L1 0 0*C*e**). RtcMSWttO. 5 £v> L 9 6 WW. 04 
L<IiO. 54v»L72HI«t, J: *) 04 L < 14 1 ftv> L 2 4 l$W?fc & o 
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[0 0 4 4] 

^^-A 6 
[ft 1 4 ] 



N— N R 6a 

( XVII ) 





R\ R 3 ^ R 4 n R ! \ R 5 
i^m (la) tt, ft#to 



R la . R 3a , R 4a . R 5a is J;rFR 6a ^mrfS^|wi^»-e*^o ] 
(XVII) £ >9$SB££*LMt-a^ (Va) ^LAS&R 

(Va) i±ft^% (XVI I) ^-foMjntJ-^Ci^tST?^ 

*^*^yjHMt4; tizx vmm-rzz. t^-ei&o ft^-% (xvi i) 
m^, it&m (xvi i) «#«t\ **^ffl^T^T*jfe-tsi t*«t?# 

* o iv^ilfcLTti, fU x. if T ;v n - r ;v^MU ^ft7jc*^#a^ 

$ L < i±0&v^L 1 0 0"CT?*»K KJSWFWttO. 5 4v»L9 6^fHI, SiKliO. 5 
&V>L7 2H#WC. i>!)jfiL<ttl4v>L24^WC*So 

ftM£J (Va) (I a) <75t5Bt«> ^P^^ffi, fflilf TJV^rMt, 

Tlf^aa^ItKH^^o R la > R 2a , R 3a ^ R 4a ^ R 5a *3«J:tfR 6a ri*ffi 

kr\ r\ r 3 > r 4 . r 5 & xm 6 &m&<<~te> ft^-t 

[0 0 4 5] 

±ib^^-a eojRWfc&aft'frW (xvi i) t±, 
Mir Sit § & o 

J^^r-A 7 
[ft 1 5 ] 



(V a) \±tt&m (la) i^itr 




OHC 




HOO 



( XVIII ) 



( XVII ) 



[3;fK R la > R 3a > R 4a - R 5a ^ ±W ? R 6a t±1trlBi:ra*3l'^**o ] 
ft^ (XVI I I) ClS^IIt. Hftft*IS:^ffl***- t KX nit^m (XVI 
I) zmmi-ZZ-btf-e^Zc fflv^MJ:ttli> 01 AWT. tfVv^v, a v> tt £ *i 

^nAE i^nAf*'J^7A^^W^Wo iWii^ (XVIII) 1 
^Lt, BfeftS!i±0. 5%v^Ll 0^;ViM*\ fflL<l±l^^L5^JHilv^fi 
So SRjSMtt, - 5 0 §V>12 0 0°C, $f£ L< i±- 2 0^110 
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< (i 1 &V^L 2 4Wt*^o 
±|B°J-i 7«fc^^Mft (XVIII) l±, Witf^*-A8i:±ct 

7s*- A 8 
[ftl6] 

I R 5a R 1a >-JU R5a ykAs^* 

T*T + NHNH 2 X<X 4a OHC jL^L 4a 



( XIX ) 



( HI ) ( XX ) ( xviii ). 



[r£4> R la . R 3 \ R 4 ^ R 5a 33 i^R^iilulS^ W**l"^**o ] 

^a*. (xvi I I) ^-tLi#<2r^t?*^^<2r^co^^Cr^$tL^^% 

(xix) tit** (iii) (xx) *K*fc«fti-*£fc**-c 

*h#w (xix) (iii) (xx) ^wsjE&nat^ftaF**^ 

iWfc§Rt£aSE»±. -5 04v»L2 0 0t;, #*L<tt0ftv»L100jC^ 
R£,B|l!iO. 5^L 9 6H#W, SFt L<i±0. 5 & V* L 7 2 WMX^ 

(xx) (xvi i i) ^(DEU&ii, Mm^mm*. *fr<Mm*: 

(XX) R)H:^LT, *^5Mb#Jlil4v>tl0^ai, #£L<ti2fc 
v>L5^SiIV^ti4o £OfciaS»fttt. -5 0 4V»U2 0 0°C, 0f L < li 0 
^Ll 0 0"C-e&*K RJB«FlWliO. 54^L9 6Nfffl, fJKIiO. 5*v»L7 2 

ifc**"C?So £:K,&<0#«*<0SAi$*£F|fc*l4, gf^ORfts Wiley-In 
tersciencettlOg^T'J TProtective Groups in Organic Synthesis, 3 rd Ed. J (Theodara 
W. Greene, Peter G. M. Wuts^) fcWROtftfe* ifWCTfi^ ± v> 
^Wl^Ck $G>fcBrSK:J:*K 7->;v«s TJ^Mt 

bus, 7X«sn», m<bRjs> xtbrjs, Rst«*a^ mjiataaMos***. * 
m$> %> v4± for oja± * ntci*) (i) a £ £ s 

Wo ^tL^Reii, Mxji\ s*tftfiii4, i5^, 1977^ (Atttiw m-nmv 
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3>7 ^ Y ^j:LT?«t^^tit j^K-t^K fTIBOfl**, ffii^Si: 
Ut 1 7 ] 




[0 0 4 9] 

mm owu ^/k *k?k ^^h, -?v*m khlx 

£Mm&~ 'MS15u »*BM^. *lRtt) tttev^o ^3PJ3 
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n*. e§«*^ ^ipm, ^smm> vmm, mmm. &mm. mm, jsttu 

gCH^n jfiLWif^, tt*o^#^ k & * 3 jfiL^Hr^, ^ «t Mittilil* fc *> ft 
^l&WtfMfrfrWWU *. #K*L*. lit&JM, #«, f *, W«> 

[0 0 5 0] 

-S-fix-fiWJ, *"^-b^J (V7f*^;K •v-f *<£tt) , ifc3fl, Hfi^iJ 

^PJ fct±, llrt, JBfcfi, JM£l*K £1^ JKl*U »F*3 

£ ± t>HO£l*k M*I*!*B. M*^M^^S:#**v^±it^m^^lS#*#tro 

^H^o^^tj^^-^-fid, £15-/1'- K i^fKiotliS^ lull 
H|i^j£f («40&v>L80 kg) l^aJtLtgnfi^t^i^, Mx.tilBO.5 
-100 mgAgfl, tflKttlB 1~50 mg/kgM, ?^C&tL< {±1 B 1-25 mg/kg# 

fi-c** 0 io**iHilHiifctt2~3@^^t-ciS:-^-r*i 

t° 0 5 1 J w 

^I»«tf s fflv>e>^, @^WJ^*5ttSM^iJ, ti^k M^rk ; 
£H-£Wk Milk !iaHfc#k «3frft*k «»k te^b^k LTHB^-^ttSo 

[0 0 5 2 ] 

S^Tft, ffi#l^~J: i9#l&£^, 
**L Tat 0.1-95 % (w/w) ^fH4ii{:i^ ^tfotlSt^i^t^ 

[0 0 5 3] ^ 

1fcO*>we>*fifc#k (fllx-Hk j^#v££k 
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* i fc § * o 

10 0 5 41 ~ , v 

^;f;VHJy^, 5n^y7i>> t;V^ndr7x>, H)MO + y7x> 1 to, 

\£*-*X9>, f^077KA 5 K> h «?!k » 

i;a-7*nW>f) . pnndfy7x7, ;c t? y* - 

) ^ «7>Kny> («, ^;v^5 h\ tf#;v*5 h\ K*) , 5 « - V ^ * - 

7/-b 1/ U U- "7°n ^ y 

K-N-*^~> V\ 7n5A7fK y^07*7775F, -f*7V77 5K ^ 

#;v*fn>. Fy;v|r/7nx;V7r^ 7x;V7 7>> It-A^f 5 
^hy<7i^ fijxfvy^7rA *W7f>, nA7f>, x h V7°h tf 

^7D7^ xhmK, a^-f^f-y. z/x-7°y?-y, s.^y^^y, ^^7f 

> WJ7°7f>, 7;vfv^>, y^A*^, 7* 
f ufy, ^VK-A^f'A y*5x^\ y#A^^>. r^/nn\ hv**;V7 

ft^y>, * y z,9<7*>*9 7*xy 

7-K g|7^>n-A 5-FU^»J ^l^n^vOK y-#-7-;V._UFT. K 

dfy7;Vijy'y, #;v^y-;K 2fni/*fcf>, jr. 5 y- 7/ - N 7^7V'J>, n 

^^j^jvy7^ ?7*d^\ 7f-»> 7t'J^O*ii/y7A, v#7*y^ 
>f>*ju~>*A, 75F'JH-y, x?r7-JK 7;v^7if>, ^y^fy, n Kn* 
~>#;W<U F\ ^ h**?-^ try hV4r->A % << F + y7'Jy^ 5 f^77>, * 
7V7ijy, y y/^A^-f-^^^fflv^tt^o 

[0 0 5 5 ] ^ „ y 

^^>yc, y-n^e-^ v>A3. M7l'* > 7^y>, ||^Vt7^yV, 5M^"7 
o^yy, M^77;v^>y, |«F^7)Hfy'A »7 7;v^», SS^ 

; V ey>, m^^^^yy^ ^5^y>, Hf>3V^fy> 

-tr tf y v ;v vf y^m M o 

m T:&««J (BRM) J fcL-Ctt, lfv^--;K ^^^A ->^70 

V>^-7>>-, ^-^7^ r/^-7xny, ^y^-n^^>, ^"7-v 
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a u - -furnish-, mmt u - -nuata^ xno^x^^ y > * > * -> > , bc 

G7^fv % 3 ij ^/^^t-iJ W^ , /-A', ^>Jt7*7-f KK, 7 n 3 ^ 

V^tL^ ^fctttett, (1) EGF (epidermal growth factor) $ tzit^rft £ SKfltttKR— 
Wffitt*J|ri-*WK CflU EGF, /M/^V> (HER2V 2f>F) <80 , (2) 'f^'^S 
Ttfi-etLt^S^HlWI-^fett^^^t/S C0U ^^n, IGF ( insulin- like^gr 
owth factor) -1, IGF-2^0 , (3) FGF (fibroblast growth factor) ttzlittitmV. 
fl«jj-H-^tt*^r-r*!»« [flU mttFGF. «'I4FGF, KGF (keratinocyte growth fac 
tor), FGF-10HO , (4) (DfaOfflJfemfeRT C^0> CSF (colony stimulating factor) 
, EPO (erythropoietin), IL-2 ( inter leukin-2) , NGF (nerve growth factor), PDGF (p 
late let-derived growth factor), TGF/3 (transforming growth factor /? ) , HGF (hepa 
tocyte growth factor), VEGF (vascular endothelial growth factor)^] ^atfbtL 

Z> o 

^i^MU©t*otU(, EGF^#, (HER2) 

0->i'J> IGFS^#:, FGF^##-1 1 tz iiFGF^S#-2«7^& IfhtlZo 

ffiff ) I HER2#l#) , ^/^^f- "A ZD1839 £ tz it * V * ~> ^ *> »f % ^ ° 

nmm in, >fj;r*>, h^r^^f) , h#>f v*9~eiiiaw* (#nx.(s, v 

|trIBL^4>X^, #i£!gkLTii:, LH-RHT^-^h (0U W^m^V>J>, ^-feV'J 
^ ij^-ynvy>^) , f5X7X>y (HER2£rC^) W^L^. 

# (3) <^ k * so ^ «*J<k l, -c # e> *l & 2«o mffl <75 iwi — 

fi^2m<omm<Dm^^^-mmx<Dmm^, i5)^m^t^t^mmmt^w^K 
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£ij^#^LT^0.01&V>L100m-a%^ EF4L<ttft0.1fc^L50M%. ^l'»5L 
< t±jKj0.5*v^L20M%ejK"C**o « 

o 

*§£w<Dwmm<o&tti^ *&w<Dfc&yo<owm. ^tt> ^tft> 

a# ^W^^i^ft^^^^ ^tL^tLlBfcO.Ol-fclOOO mg/kg, 0 
4 L< ttifo0.01~&100 mg/kg, J: «5 04 L< t±#U0. 1-^J100 mg/kg. 2: *9 *>tf #*J0. 1~&J 
50 mg/kg£> ft*»-et#&1.5~jft30 mg/kg*lBl(lI^e&Ill^^-^TM^4-$^^o >b 

s^o^jw, hps, mmmmtD^'K, mm, mm, w^ii^^^^*^ 

^0.001—2000 mg> 04 L < ii^O. 01-500 mg, L < l±, 1-100 mg^iK 

t?&*k itL*anriBi~4iai^it-cs#i"*o 

ft#'»*«fc#Lfc : SL l^~lHm 04 L <tilO^~6B#M£U*k £ *)04 L< til5^ 

mg/kgfcgPft-S-U j»15^«^«P«#«S!ltw»^$*L^*»WO^W ^0.005-10 
0 mgAg^lSSt LtgPt4t^o /N 

->>II^*fflV*a#JEtt*B**iU (3)*^*^. (4)»l!ft*te. (5)*tt*fe, (6)V-Hf 

-mmm. (7)t iiw«*J*feUi*^fc*^ - 1 i-ci^o 

te^SS (Disease-Free Survival) <«ft. * W±#f^«J> SS#^^»*# 
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mmnhmztt-tztiusLmn w*.&> >m<op-7 *' 7 J* U \ 

¥fl*#. Die, fli^^i ? &MiJf1:ffl^ 

(#mtt^#£f) , itf-lR!*!^ (bolus, infusion, &«flt**tr) > £ ^ 

mm (bolus, infusion. IfcBcte , USi, Mm\*l& J: ratett-^^ £ o 

[ 0 0 6 2] 

£lTi:#ffi> Willis ±tTOi*Wr, #!&iB*#L<tt9H-*^ * 

C "(Thin Layer Chromatography, ||^7f^7^) J: a«*Tfcfrfc*t;fco T 

***/l,fc/Bv>fco NMR*^*b;W±, 7°nh>NMR£^U Ltr >7^f^v 

9>£J3^TVARIAN Gemini-200 (200 MHzSU^* hn*-*-) , VARIAN Mercury-300 
(300 MHzU* ^fn^;?-) * rt: tiBruker AVANCE300 (300 MHzlU ^ ^n^^ 

Bzi : ^> 

pmb : 4-^ b ^-^^y 

s : 

d : b 

t : b U ~f v v b 

dd : 9"f$'9'~f\'y b 

dt I b'^Vy b 

sept : -b"7°T- ? b 

m : b 

j ^J&Bfe 
Hz : 

CDC Is : l^nn^jVA 

DMSO-de : SV^f^^ ^ * * -> K 

^-NMR : 7°nf >M^*p.* 

th|iE# 2005-3026188 
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Mfe^%s- '■ ^ * — $ — Xtt Micromass ZQ— Al 1 lance HT 
TJ^A : CAPCELL PAK C18UG120, S-3 pm, 1.5 X 35 mm 

mm : Aifc ; 0. 05% h v -7 ;v * ufm&mfc. B«t ; 0. 04% by?** nsm^r -fe 1 

^t^^iO. 005HA?£/M=90/10) , 2. 00# (Aifc/Bifc=5/95) . 2. 75#(A 
$C/B$t=5/95) , 2. 76t> (A$t/B$t=90/10) , 3. 4553- (Aifc/Bifc=90/10) 
: 2 ^ U vt& : 0.5 ml/min, tfcffl& : UV 220 nm 
4 : m^ffiS&'f * WfciS (Electron Spray Ionization: ESI) 

[0 0 6 3 ] 
1 

7 _-hn-2H-3, l-'<>\r**rW>-2, 4 ( 1 H) 
lit 1 9 ] 




4 Fn7> f7-iH (9. 1 1 g) > h'J*^r> (4. 9 2g) Jitfrl-? 
tK n77> (240ml) 4 5 'CT? 1 0 I^IW«I^ Lfeo *fffi L7t@#*«m 

L-C rf7tKD77>t«»U, (7. 00g) £#fco 

1 H-NMR(DMS0-de > 300 MHz) : S7.85UH, d, J=2.3Hz), 7.95(1H, dd, J=8.6, 2.3 Hz) 
, 8.15UH, d, J=8.6Hz), 12.07(1H, br). 

##f!)2 

7 _ /f y^ D ^i/-2H-3 ) 1 -'^y^^ftv y~ 2 , 4 (1H) 
[ft 2 0 ] 

o 




1 H-NMR(CDCh , 300 MHz) *1.40(6H, d, J=6.0Hz), 4.69(1H, sept, J=6.0Hz), 6.53 
(1H, d, J=2.4Hz), 6.77(1H. dd, J=8.7, 2.4 Hz), 7.97(1H, d, J=8.7Hz). 

3 , 
6( 7 _c;^^>>_2H-3, 1 -^y^f-t^Vy- 2 , 4 (1H) 

H 

1 H-NMR(CDCl3, 300 MHz): S3.80(3H, s) , 3.86(3H, s), 6.63(lH, s). 7.24(1H, s), 
11.56(1H, s). 
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4 _^ V7 'n^dr-/-5-^ h * ~> - 2 
Mfc2 2] 

O 

,OMe 



MeO 




2-r- y-4--fV7°n^^->-5-^b ;3 r v^c,t«M ^ ( 1 2 • 67g) > 4 
h^^>X7;Vft K (7. 90g),N, F (1 5 0m 

1) &XxmWL (3ml) »S^Ht8l9««^^ H;7*>*^**ft***£ 
>>;^A (13. 4g) ^DilBMU.o M.?M^-^^^>fJfr^ 
F (1 9 8 g) fcitf HJ7*h*~>7fc^b**3f^V*A (3. 3 5 g) £*0xJ 



..._Mfc^W (18. 9 g) fcfcfco 

l H-NMR(CDCls, 300 MHz): *1.27(6H, d, 
4-4.47(3H, m), 6.09(1H, s) , 6.85(2H, d, 
H, s), 7.99(1H, br). 
[0 0 6 4] 
5 

4 - -f V -7'n ^^r v - 5 - ^ h ^ v - 2 - 
lft2 3] 

O 

.OMe 



J=6.0Hz), 3.78(6H, s) , 3.83(3H, s), 4.3 
J=8.7Hz), 7.26(2H, d, J=8. 7 Hz) , 7.37(1 



( 4 h dp- v;V) 7 5^^-1 




(18 9 g) , *9J-K (5 0ml) , rf7tFn77> (15 0ml) & £ 

rfiftsfcKm^hU^ATMt* (8 0ml) *IM-eiW#LJt> 1 2tfHJto*« 

1U: 0 «ETP#**«i*^ lfS^^5%^«^t pH**6k 

iltfcc «fffiUfc@#*it^ *Sft*tt (18 0 g fee 

1 H-NMR (CDCh, 300 MHz): *1.26(6H, d, J=6.0Hz), 3.78(3H, s), 3.79(3H s) 4 

38-4.48(3H, m), 6.07(1H, s), 6.87(2H, d, J=8.7Hz), 7.26(2H, d. J=8.7Hz), 7.41( 
1H, s). 

1- '(4->h*^>^) -2H-3. l-^>^^r^v>-2, 4 ( 1 H) -v 
Mb 2 4] 

O 




2H-3, 1 2 , 4 



( 1 H) (18. 7 g ) > 7jcK<b^ 
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fV^A (ffltt, «J6 6%> 4. 8g) S^N, N-^f^A7^(70ml 

Sg| B lSlM (2 6. 1 g) *#fco 

^-NMRCCDCh. 200 MHz) S3.79(3H, s), 5.25(2H, s), 6. 83-6. 91 (2H, m) , 7.14-7.30 
(4H, m), 7. 61-7. 67 (1H, m) , 8. 14-8. 20 (1H, m) . 
7 

l-^>^V-2H-3, 1 -sOV**c^*Jy- 2, 4 (1H) 

ut 2 5 1 



Bzl 

x H-NMR(CDCl3 , 200 MHz): *5.31(2H, s), 7. 08-7. 14 (1H, m). 7.24-7. 41 (6H, m) , 7.60- 
7.67C1H, m). 8. 15-8. 22 (1H, m). 

j! (4_^-f->/^y» -7--hn-2H-3, 1 V >~ 2 , 4 

( i h) -*J* y 

lit 2 6 ] 

O 



N0 2 



1 H-NMR (DMS0-d6 , 300 MHz) : <5 3.72(3H, s) , 5.3K2H, s), 6. 89-6. 94(2H, m) , 7.38-7 
.42(2H, m), 7.95(1H, d, J=2.0Hz), 8.0K1H, dd, J=8.6, 2.0 Hz), 8.24(1H, d, J=8. 

6 Hz). 

[0 0 6 5] 

7->fV^^>-l- (4-> h*v^>>^) -2H-3, 
- 2 , 4 ( 1 H) - 
UK 2 7 ] 





O 

O^N 

PMB 

^-NMRCCDCb, 300 MHz) <5 1.30(6H, d, J=6.0Hz), 3.79(3H, s) , 4.54(1H, sept, J= 
6 0 Hz) 5.19(2H, s) , 6.53(1H, d, J-2. 1 Hz), 6.72(1H, dd, J=8.7, 2.1 Hz), 6.89(2 
H, d, J=8.7Hz), 7.26(2H, d, J=8.7Hz), 8.04(1H, d, J=8.7Hz). 

10 , ^ ^ 

6> 7 _y>h^*/-i- (4-n^y^>y^) -2H-3, 1 ~* > V * * ^ v ✓ 
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-2, 4 ( 1 H) -*J*V 
Ut2 8] 

oA^.OMe 



PMB 

X H-NMR (DMSO-ds, 300 MHz) : *3.71(3H, s), 3.79(3H, s) , 3.80(3H, s) , 5.26(2H, s 
), 6.80QH, s), 6.90(2H, d, J=8.3Hz), 7.34(1H, s), 7.37(2H, d, J=8.3Hz). 
1 1 

7 -^V^n^->-6-^h^y-l- (4-^ Y**y<yV)V) -2H-3, 1 
> V***^>- 2 , 4 (1H) 
Hb 2 9 ] 



o 

X>Me 



PMB 

x H-NMR(CDCl3 , 300 MHz): *1.28(6H. d, J=6.0Hz), 3.78(3H, s) , 3.87(3H, s), 4.4 
3(1H, sept, J=6.0Hz), 5.2l(2H, s), 6.52(1H. s) , 6.87(2H, d, J=8.7Hz), 7.23C2H, 
d, J=8.7 Hz), 7.44(1H, s) . 
##$9 1 2 

!_ ( 4 -^ h^v-Ov;V) -2, 2, 3, 4-rb7tKn^y 

U 3 -*^3j?— h v ;v 
Ht3 0] 

o 




y 7 ;ftSxf;v (7. 9ml) CON, N-^Wt^U* (15 0ml) 

(vftf£. Hj66%, 3. 0 g) (4-^>*^> 
vi) -2H-3 l-^>^*^^V-2, 4 ( 1 H) - V * > ( 2 1 . 0 g) <7)N 
N-^^A'tWs K (5 0ml) «£*tI;U 1 2 0W1 9HR«#L^o 

k «ETciiL, »aEj-**jq*.fco x-f;vt^m ^s^im^mm^injT 

Bttt^Lfco WffiLfc@#*aPRL-C, giLTSIf^i (8. 1 g) «r^fc 

° ^-NMRCDMSO-de, 200 MHz) : <?3.70(3H, s) , 5.37(2H, s), 6. 82-8. 12 (8H, m) . 
[0 0 6 6] 

##1?9 13 ^ , _ 

1 -^/y>-2 1 4-v**V-l, 2, 3, 4-rb7tKn^yr/-3-*;^ 



ffifl# 2005-3026188 



m$, 2004-042491 



^-v: 34/ 



[it 3 1 ] 



NC 




1 H-NMR (DMS0-d6 , 200 MHz) : 55.45(2H, s) , 7. 16-7. 37 (7H, m) , 7. 55-7. 64(1H, m) , 8.0 
5-8.13(lH, m). 

##M 14 _ 
!_ (4_^^.>/<^) _7_->n-2, 2, 3, 4-xh 

lit 3 2 ] 
O 

NC. 

t i :i 

N0 2 

1 H-NMR (DMSO-de, 300 MHz) : *3.71(3H, s) , 5.41(2H, br), 6.85(1H, br) , 6.90(2H, 
d, J=8.9Hz), 7.20(2H, d, J=8.9Hz), 7.93(1H, dd, J=8.7, 2.1Hz), 8.05(1H, d, J= 
2.1 Hz), 8.24(1H, d, J=8.7 Hz). 
^^f^J l 5 

7 !^ v: /n^y-l - (4-^^fy^>-») -2, 2, 3, 

Mb 3 3] 



NC 





1 H-NMR (DMSO-de, 300 MHz) : *1.18(6H, d, J=6.0Hz), 3.69(3H, s), 4.72(1H, sept, 
J=6.0Hz), 5.37(2H, s) , 6.73(1H, d, J=2.lHz), 6. 83-6. 90(3H, m) , 7. 15-7. 19 (2H, 
m), 7.99(1H, d, J=9.3 Hz). 

##M 16 n n 

6> 7 h^v- 1 - (4-^h^rV^Ov^) -2, 4--7t^V-l, 2, 3, 

4 - r h 9 t K n 3f y V > - 3 - * ;V tfT- h V ^ 

Hk3 4] 



NC 




.OMe 



OMe 



tBSE# 2005-3026188 



#H 2004-042491 



^-v! 35/ 



1 H-NMR (DMS0-d6 , 200 MHz): £3.70(3H, s), 3.78(3H, s), 3.79(3H, s) 4.80(1H, br 
), 5.44(2H, br), 6. 86-6. 90(3H, m), 7.23(2H, d, J=8.4Hz), 7.54(1H, s) . 
[0 0 6 7] 

-1, 2, 3, 4 - f V 9 t Kn ^y»r/ - 3 > U ^ 

' [ft 3 5 ] 
o 

NC^ JL ,OMe 




##1581 2 •mffift^fc^o 

1 H-NMR (DMSO-de, 300 MHz) : *1.24(6H, d. J=6.0Hz), 3.44 1H, br) . 3. 72 (3H s) 

3.85(3H, s), 4.42QH, sept, J=6.0Hz), 5.39(2H, br) , 6.64(1H, s) . 6.80(2H, d, J= 
8.7 Hz), 7.14(2H, d, J=8.7Hz), 7.41(1H, s) . 

3 -jj)vm=- h 'J ^ 
[ft 3 6] 

CI 

NC. 




i 

i^U-^f^y^yyjV) -2, 2, 3, 4-xhv*Fn* 

, „ ^_ 3 _^;v^- (9. 5 2 g) . N, N-v^^VT- 1 ; > (12. 5ml 

) ^iC*^«fl:';> (5 8. 7g) O«#**9 0r-C2«MtJ«»Lfco **p*. *. 
7jcKft£\ lf{iJL/:I#*i^ (gjfti-Sdfc^J: *)^ftWb#W (9. 7 1 g) 

iH-^(DMS0-d 6 , 200 MHz): S3.70(3H, a), 5.48(2H, s), 6 83-6. 90(2H n] ). 7 18-7 
.24(2H, m), 7. 41-7. 49 (1H, m) , 7. 56-7. 62 (1H, m). 7. 74-7. 83 (1H, m) , 8. 04-8. 12 (1H, 



1 9 



[ft 3 7] 
CI 




1 H-NMR (DMSO-de, 200 MHz) : S5.56(2H, s), 7. 20-7. 36(5H, m) , 7.42-7. 58(2H, m), 7.7 
4-7.83(lH, m), 8. 06-8. 13 (1H, m) . 
^##1! 2 0 

4-^od-I- (4-^^ry^yy» - 7 > tr- 2 V- 1 , 2-vtK 

ffifE# 2005-3026188 



#11 2004-042491 



^-v: 36/ 




[ft 3 8] 

CI 

NC. 

r i :i 

N0 2 

1 8 fclM&RfSKi: ^IMS:#/:o 
1 H-NMR (DMSO-de , 300 MHz): S3.7K3H, s), 5.57(2H, br) , 6. 87-6. 92(2H, m) , 7.27- 
7.3K2H, m), 8.15C1H, dd, J=8.9, 1.9 Hz), 8.28(1H, d, >1.9Hz), 8.34(1H, d, J=8 
.9 Hz). 

[0 0 6 8] 

###0 2 1 , _ 

- v \l k n ^ y v ^ — 3 - * & > u ^ 

Ift3 9] 
CI 

NC, 




1 H-NMR (DMSO-de, 300 MHz) : *1.19(6H. d, J=6.0Hz), 3.70(3H, s) , 4.82(1H, sept, 
J=6.0Hz), 5.49(2H, s) , 6. 85-6. 95 (3H, a). 7.05(1H, dd, J=9.0, 2.1Hz), 7.23(2H, 
d, J=8.7 Hz), 7.98(1H, d, J=9.0 Hz). 

-y t f n dp y 'j y - 3 - ij Y V ;v 
Kb 4 0 ] 

CI 

NIC. J-^ jDMe 



CMe 



1 H-NMR (DMSO-de, 200 MHz) : «?3.70(3H, s), 3.85(3H, s), 3.87(3H, s) , 5.55(2H, br 
), 6.89(2H, d, J=8.6Hz), 7.04(1H, s) , 7.29(2H, d, J=8. 6 Hz) , 7.33(1H, s) . 

###!] 2 3 , , 

4 _^ nn _ 7 _>f yfutf^i/- 6 -y b*'>- 1 - (4-^^^>^) -2- 

Kb 41] 

CI 





tBlE# 2005-3026188 



#11 2004-042491 



^-v : 37/ 



8 tPil^BKl^ »ft^»*i^<» 
^-NMRCCDCh, 200 MHz): *1.29(6H. d, J=6.2Hz), 3.77(3H, s), 3.93(3H, s) , 4.4 
9(1H, sept, J=6.2Hz), 5.47(2H, br) , 6.77(1H. s) . 6.85(2H, d, J=8.8Hz), 7.18(2H 
, d, J=8.8 Hz), 7.33(1H, s) . 

4-*nn-6, 7 - h * v- 2 V- 1 , 2 - v T£ KD * / V > - 3 - * frtf 

[<t4 2] 
CI 

NC^ J\ .OMe 




N OMe 
H 

4-^nn-6, ( 4 - ^ 1 > V fr) -2-**V-l, 

2-y'tFn^;'J>-3-55 /UjK- h'J;V ( 3 0 0 m g ) , h V ? nf^m (5ml 
) T - V _;v (2ml) fcitfh u 7;vtD^ 9>x**-ym (lmi) 
StiH»UoM> or^r^LfcM^m^^^^inx. 5%«JMJ^ 
A^JnxT, pHt»9i:«»L^ ft»xf-JH?«mjLfc, fflffiifcfc^AJfcfcWJOl 

/ 7 7/( _ }: j ; f ) SiU, SSM (12 5mg) 

1 H-NMR (DMS0-d6 , 300 MHz) : £3.86(3H, s), 3.89(3H, s) , 6.90(1H, s) , 7.20(1H, s) 
, 12.54(1H, br). 
[0 0 6 9 ] 

3 l 75/ _ 5 _ ( 4 _^ h^v^^v';V) -2- (2-^h^v7i^)V) -2, 5- 
ytFn-4H-K , 5 1 /n [4, 3-c] *>"J^-4-*> 
[4k 4 3] 




PMB 

4-^dd-1- (4-> h*^^*) -2-**V-l, 
_ 3 _# ;l/;J? - hlJ;1/ (500m g) „ 2-* Ki/7i^t (3 2 1 

m g ) bijxW5> (6 2 7 // 1 ) £ i tf-x* / (5ml) 

y-frX-mmk, KfttT, (4 2 lmg) fcfcfco 

1 H-NMR (DMSO-de, 300 MHz) : S3.70(3H, s), 3.84(3H, s), 5.39(2H, br) , 6.24(2H, b 

r), 6.88(2H, d, J=8.7Hz), 7. 10-7. 21 (4H, m) , 7. 26-7. 40 (3H, m) , 7.46QH, dd, J=7. 
9/1.7 Hz), 7.51-7.57(1H, m), 7.94-7. 97(1H, m). 

LC/MS (ESI) : m/z 427. 1 (M+l) . 

##1511 2 6 v _ 

3 _ T5 y_5_ (4 h^v^Vv^V) -2- (3-^ I^v7x-;V) -2, 5 - 

Ki3- 4 H-H°9V'n [4, 3-c] ^•7 i ;>-4-^> 



2005-3026188 



mm 2004-042491 



^-v : 38/ 



lit 4 4] 



MeO 




##$12 5 tiwMt&Bo&Ki *)m.mk&m*mz 0 

x H-NMR(DMS0-d6 , 200 MHz): S3.69(3H, s), 3.85(3H, s), 5.39(2H, br), 6. 58(2H, b 
r), 6. 85-6. 89 (2H, m) , 7. 02-7. 05 (1H. m) , 7. 16-7. 41 (7H, a). 7. 46-7. 52 (1H, m) , 8.01 
(1H. dd, J=7.8, 1.5 Hz). 

LC/MS (ESI) : m/z 427. 2 (M+l) . 

##151] 2 7 n _ 

3 _ T5 y_5_ ( 4 -^ Ky^yyJV) -2- ( 4 - ^ h * v 7 j. - M -2, 5- 

vH Kn- 4 H-^5yn [4, 3-c] *S V >-4-*> 

lit A 5] 

MeO 




##M2 5 tPOftftSlSKJ: »)SHft#»tftfco 

^-NMRCCDCls, 200 MHz): <53.76(3H, s), 3.87(3H, s) , 5.28(2H, s), 5.44(2H, s) , 
6. 80-6. 86 (2H, m) , 7. 03-7. 08 (2H, m) , 7. 13-7. 30 (4H, m) , 7. 30-7. 38 (1H, m). 7.51-7.6 
1(2H, m). 8. 17-8. 22 (1H, m) . 

3_ T5 y_5_^yi;;V-2--7^^;V-2, 5 - v K U - 4 H - t 7 V n [4, 3 

-c] ^y i ;>-4-^> 




1 H-NMR (DMS0-d6 , 200 MHz) : S5.47(2H, br) , 6.56(2H, br) , 7. 15-7. 51 (9H, m), 7.52 
-7.64(2H, m), 7. 64-7. 76 (2H, m) , 7. 97-8. 06 (1H, m) . 
[0 0 7 0] 
^#$!i 2 9 

3 ! 7 .y_5- (4 \.**/<r*-y*Jfr) -2- [3- (f'J7^n^fJV) 7^- 
;V] -2, 5-yU'n-4H-H'7V s n [4, 3-c] >- 4 



ffiiE# 2005-3026188 



#11 2004-042491 



^-vl 39/ 



[ft 4 7] 




##W2 5 fclMftBOSKi 

1 H-NMR (DMSO-dfi , 200 MHz) : S3.70(3H, a). 5.41 (ZH. br) , 6. 80 (2H br) 6. 88 (2H 
d. J=8.8Hz) ( 7.16-7.20(3H, m). 7. 31-7. 46 (2H, m), 7. 82-7. 85(2H, m) , 8.02-8.06(3H 
, m). 

LC/MS (ESI): m/z 465.1 (M+l). 

3 _ T5y _5_ ( 4 _^ h^v^>v;v) -2- (3--Fn7x^;v) -2, 5-v 
tFn-4H-t°7V*n [4, 3-c] * ^ U >- 4 - * > 
[ft 4 8] 




1 H-NMR (DMS0-d6 , 200 MHz) : «53.70(3H, s), 5.4K2H, br), 6.88(2H d, >8.8Hz) 
6 93(2H br) 7. 17-7. 22(3H, m) . 7. 32-7. 46(2H, m) , 7. 83-7. 92(1H, m) , 8.02-8.06(lH 
, m), 8'.17-8'.22(1H, m), 8. 27-8. 32 (1H, m) , 8.49-8. 51 (1H, m) . 

LC/MS (ESI): m/z 442.2 (M+l). 

##f!l3 1 . N n _ 

3_ 7$ ;_2 - ( 3 -7)i / tn7x^^) -5- (4-^h^rV^^v^) -2, 5 - 

y'HFn-4H-t'7/n [ 4 , 3 - c ] * J V > - 4 - * > 

[ft 4 9 ] 




•N' 
PMB 

##faj2 5 fcra**fOStCj: *)*«ft^»*#fco 

1 H-NMR (DMSO-de, 300 MHz) : «?3.69(3H, s) , 5.39(2H, br) , 6.72(2H, br) , 6.83-6.89 
(2H, m), 7. 15-7. 20 (3H, m) , 7. 28-7. 43 (3H, m), 7. 54-7. 66 (3H, m) , 8.0l(lH, dd, J=7. 

6, 1.7 Hz). 
LC/MS (ESI): m/z 415.2 (M+l). 
3 2 

mtiE# 2005-3026188 



#11 2004-042491 



^-v: 40/ 



3 _ [3 _ 75 y_ 5 - (4 Y^-^^yJ^) -4-* + V-4, 5-^fcKn-2 
H -k'7V*o [4, 3-c] 3cM=^-?-^ 
[<k 5 0 ] 

O. /=\ 



MeO 




##M2 5 fc|wi#^KJS^ J: ^iM^f^o 

1 H-NMR (DMS0-d6 , 200 MHz): <?3.70(3H, s), 3.92(3H, s), 5.4K2H, br) , 6.75(2H b 
r), 6.88C2H, d, J=8.8Hz), 7. 16-7. 22(3H, m) , 7. 31-7. 46 (2H, m) , 7. 71-7. 79(1H, m) , 
7. 98-8. 02 (3H, m) , 8. 23-8. 25 (1H, m). 
LC/MS (ESI): m/z 455.1 (M+l) . 
[0 0 7 1 ] 

3 3 y i \ 

3 _ T5 y_5- ( 4 _> h^v^>v;V) -2- (6-n^li'Jy>-2-^) 

_ 2 , KD-4 H-fc?9Vn [4, 3-c] ^y'J>-4-t> 

' lit 5 1 ] 



MeO 




###!! 2 5 t mm^KJ^K i «5 «SM*#fco 

1 H-NMR (DMSO-de, 300 MHz): S3.69(3H, s), 3.97(3H, s) , 5.38(2H, br) , 6.80-6.88( 
3H m) 7.18-7.23(3H, m), 7.32(1H, d, J=8. 4 Hz) , 7. 40-7. 45 (1H, m) , 7.58(2H, br) , 
7'.63(1H, d, J=7.8Hz), 7. 94-7. 99 (1H, m) , 8.07(1H, d, J=7.8Hz). 
LC/MS (ESI) : m/z 428. 2 (M+l) . 
3 4 

3 _ T5 y_ 2 _ (4-^nn7x-^) -5- ( 4 - ^ V ^ i/^O v;v) -2, 5— v 
t >*n - 4 H-t'5 /o [4, 3-c] *;V>-4-** 
Ut5 2] 




1 H-NMR (CDC 1 3 , 200 MHz): <?3.75(3H, s), 5.38(2H, br), 5.43(2H, br) , 6.80-6.83(2 

ffifE# 2005-3026188 



#11 2004-042491 



^-v: 41/ 



H, m), 7. 15-7. 24 (3H, m), 7. 32-7. 39 (2H, m). 7. 48-7. 56 (2H, m) , 7. 61-7. 68 (2H, m) , 8 
.16-8. 20 (1H, m). 
##0J3 5 

4 _ [3_ 7 ^y-5- (4 hJry^^y;V) -4-t*V-4, 5-vtKn-2 
jj — tf ^ >/D [4, 3 - c ] ^^^-2-^^] ^>€y^^*^7$ K 
[£5 3] 

H 2 N0 2 S 




1 H-NMR (DMS0-d6 , 200 MHz) : S3.72(3H, s) , 5.40(2H, br), 6.75(2H, br) , 6.80-6.86 
(2H, m), 7. 12-7. 42 (4H, m) . 7.46(2H, br), 7. 89-7. 96 (1H, m) , 8. 00-8. 07 (2H, m), 8.1 
6-8.22QH, m). 

##M 3 6 

3-7=y-2- (2, 5-y7;vin7x-;V) -5- ( 4 - ^ h ^ > v ;v) -2 
, Kn-4H-t°7V*n [4, 3-c] 3r7 V 4 > 

[£54] 




PMB 

##1?!)2 5 hlW^&JSKJ: i9^M£^®^#^o 

1 H-NMR (DMSO-de, 300 MHz) : «J3.69(3H, s), 5.39(2H, br) , 6.77(2H, br) , 6.84-6.89 
(2H, m), 7. 13-7. 20 (3H, m), 7.31(1H, d, J=7.8Hz), 7. 36-7. 67 (4H, m) . 7.95(1H, dd, 
J= 7.6, 1.7 Hz). 

LC/MS (ESI): m/z 433.2 (M+l). 
[ 0 0 7 2] 

###11 3 7 

3-7?;-2- (2, 5 - y>f;V7x-;V) -5- (4-^f^v^>y^) - 2, 
5-y'EFn-4H-f7y'n [4, 3-c] 
[£55] 




-N' 
PMB 

1 H-NMR (CDC 1 3 , 300 MHz): S2.18(3H, s), 2.39(3H, s), 3.77(3H, s), 5.07(2H, s), 

ffifiE# 2005-3026188 



mm 2004-042491 



^— z? : 42/ 



5.46(2H, s), 6.82-6.89(2H, m) , 7. 14-7. 38 (8H, m) , 8.20(1H. dd, J=7.8, 1.5 Hz). 
LC/MS (ESI) : m/z 425. 2 (M+l) . 
##f 0 3 8 

3 _j;;_2 - (2, 4-y^no7i-Jl') —5— (4-^ h^y^^v 5 ^) - 2, 
5-^tFn-4H-'t: 0 77n [4, 3-c] *>"JV-4-t'/ 
Mb 5 6 ] 

c, -Q- ci 

N-N 
PMB 

^-NMRCCDCls, 300 MHz): ,S3.77(3H, s), 5.26(2H, s) , 5.45(2H, s) , 6. 81-6. 88 (2H, 
. m), 7. 16-7. 25 (4H, m) , 7. 34-7. 40 (1H, m), 7. 46-7. 50 (1H, m). 7. 54-7. 58 (1H, m). 7.6 
4(1H, d, J=2.4 Hz), 8.17(1H, dd, J-7.8, 1.5 Hz). 

LC/MS (ESI): m/z 465.1 (M+l). 

##f a 3 9 

3-757-2 - (2, 5-^>+'>7x-^) -5 - ( 4 - ^ h * > v^V) -2 
5 _,y tl p n - 4 H-tf9 yn [4, 3-c] ^y i ;>-4-^->' 
Mb 5 7 ] 




PMB 



##002 5 fcraatfcRjefcj: o^ja^b^^w^o 

1 H-NMR(DMS0-de, 300 MHz) : £3.67(3H, s), 3.71(3H, s), 3.72(3H, s), 4.96(2H, s) 
, 5.37(2H, s), 6.4K1H, s) , 6.73(1H, s) , 6.87(2H, d, J=8.7Hz), 7.16(2H, d, J=8. 
7 Hz), 7.25UH, t, J=7.2Hz), 7.37(1H, d, J=8.4Hz), 7.59(1H, t, J=7.2Hz), 8.36 
(1H, d, J=8.4 Hz), 9.34QH, s) . 

LC/MS (ESI) : m/z 457. 0 (M+l) . 
4 0 

3-757-5- (4 Y*i"<y*JjV) -2- (5->b^-2->Wx^ 
) -2, 5-^tFn-4H-t"7'/n [4, 3-c] *y U >- 4 -st-V 
Mb 5 8] 




PMB 



##^J2 5 t|W»&£C)£KJ; «Slb^£»^o 

tBfiE# 2005-3026188 



004-042491 : 43/ 

^-NMRCCDCh, 300 MHz): «*2.15(3H, s), 3.77(3H, s), 3.83(3H, s), 5.1l(2H, s) . 
5.46(2H, s), 6.81-6.88(2H, m), 6. 95-7. 03(2H, m) , 7. 14-7. 40(6H, m) , 8.20(1H, d, J 

=7. 8 Hz) . 

LC/MS (ESI): m/z 441.2 (M+l). 

[0 0 7 3 ] 
##^!I4 1 

3 _ T5 y_2 - (2-^nn-5-^ >*">7x-^) - 5- ( 4 - * h v/l/ 
) _ 2 , 5-ytFn-4H-t°7V*n [4, 3-c] d ryJ>-4-i> 

[ft 5 9 ] 



MeO 




##i?u 2 5 fc mm* sub k x *) mmit^m * <> 

1 H-NMR (DMS0-d6 , 300 MHz) : S3.71(3H, s), 3.84(3H, s), 5.40(2H, s) , 6.53(2H s) 
, 6. 84-6. 91 (2H, m), 7. 13-7. 25 (5H, m) , 7.31(1H, d, J=8.lHz), 7. 35-7. 42 (1H, m) . 7 
'.61(1H, d, J=8.9Hz), 8.00(1H, dd, J-7.5, 1.5 Hz). 

LC/MS (ESI): m/z 461.2 (M+l). 

4 2 ^ , 

3 _ 7 ;;-2 - (2, 4 - v * n n - 5 - ^ 1 3r v 7 x. -;v) -5- (4-^h^v^ 
ypjlz) - 2, 5-y'nKo-4H-t I 7V*D [4, 3-c] *SV>-4-*> 

CI 



MeO 




iH-NMRCCDCla, 300 MHz) : S3.77(3H, s). 3.95(3H, s) , 5.27(2H, s), 5.45 2H, s) , 
6. 82-6. 87 (2H, m), 7. 12-7. 28 (5H, m) , 7. 34-7. 40 (1H, m) , 7.62(1H, s) . 8.18(1H, dd, 
J=7.8, 1.8 Hz). 

LC/MS (ESI) : m/z 495. 0 (M+l) . 

^S^jJ 4 3 

3 ^ T5 y_5_ (4 Y**s - 7 -~ 1 n- 2 2 , 5-3>fc 

Fn-4H-K°7/n [4, 3-c] * J V > - ± 



ffl«E# 2005-3026188 



#H 2004-042491 



j*—*? : 44/ 



Ut6 1] 




HoN 



N0 2 



^-NMRCDMSO-de, 300 MHz) : S3.70(3H, s) , 5.47(2H, br), 6.72(2H, br) , 6.90(2H, 
d, J=8.7Hz), 7.23(2H, d, J=8.7Hz), 7. 48-7. 72(5H, m), 8.00(1H, dd, J=8.7, 2.2 H 
z). 8.10C1H, d, J=2.2Hz), 8.21(1H, d, J=8.7Hz). 

LC/MS (ESI): m/z 442.2 (M+l). 

##M 4 4 n _ . 

3_ 75 y_ 5 _ (4 }.**/*<y*Jfr) - 2- (3-^ >^fy7x-;W -7-_h 

n-2, 5-y^Kn-4H-ti7V"n [4, 3-c] ^/T/-4-*> 
[<t6 2] 




1 H-NMR (DMSO-de , 300 MHz) : S3.70(3H, s), 3.85(3H, s) , 5.46(2H, br), 6.74(2H b 
r) 6 90 (2H d, J=8.4Hz), 7.05-7. 08 (1H, m) , 7. 20-7. 27 (4H, m), 7. 48-7. 53 (1H, m), 
7'.99(1H, dd, J=8.6, 2.0 Hz), 8.09(1H, d, J=2.0Hz), 8.20(1H, d, J=8.6Hz). 
LC/MS (ESI): m/z 471.9 (M+l). 
[0 0 7 4] 
4 5 

3 _ T5 y_2- (2-^nn-5-^f+v7x-jV) -5- (4-^l^v-Ov^ 
) _ 7 _- hn -2, 5-ytKn-4H-H"7/n [4, 3-c] V >- 4 
[<fc6 3] 



MeO 




N0 2 



##«2 5 tmmtftEteKx. vmmtt&wznfco 

^-NMRCCDCls 300 MHz): S3.78(3H, s), 3.87(3H, s), 5.29(2H, s), 5.55(2H, br) , 
6 83-6 92 (2H m), 7. 04-7. 10 (2H, m), 7. 28-7. 33 (2H, m) , 7. 48-7. 54 (1H, m) , 8.02(1H 
, dd, J=8.7, 1.8 Hz), 8.23(1H, d, J=1.8Hz), 8.30(1H, d, J=8.7Hz). 
LC/MS (ESI) : m/z 506. 0 (M+l) . 
4 6 

miE# 2005-3026188 



#11 2004-042491 



^-v: 45/ 



3 _ 75 y _ 8 5 - (4-* h S>*0 -2-7^-^-2, 5 - v 

EKn-4H-t"7 > /a [ 4 , 3 - c ] ^7 1 J>'-4-^> 
Ut6 4] 




H 2 N 



.OMe 



^-NMRCDMSO-de, 200 MHz) : <5 3.69(3H, s), 3.78(3H, s), 5.37(2H, br), 6.54(2H, b 
r), 6.83-7.03(3H, m) , 7. 12-7. 19 (2H, m), 7. 22-7. 27 (1H, m), 7. 43-7. 49 (2H, m). 7.54 
-7.63C2H, m), 7. 64-7. 72 (2H, m) . 

3 _ 75 y_7_^ (4-^b^r^^>v^) -2- (5-*h*v 

-2-^f;i'7x^v) -2, 5-vti Kn-4H-tT9Vn [4, 3-c] V >- 
4 




^-NMRCDMSO-de, 200 MHz): *1.17(6H, d, J=6.0Hz), 2.04(3H, s), 3.70(3H, s), 3 
.79(3H. s), 4.6K1H, sept, J=6.0Hz), 5.38(2H, br) , 6.28(2H, s) 6.71(1H d .J-2 
.1Hz). 6.75C1H. dd. J-8.4. 2.1Hz), 6.89(2H, d, J=8.7Hz), 6.98(1H, d, J-2. 7 Hz 
), 7.05UH, dd, J=8.4, 2.7 Hz), 7.19(2H, d, J=8.7Hz), 7.35(1H, d, J=8.4Hz), 7. 
83 (1H, d, J =8. 4 Hz). 

LC/MS (ESI): m/z 499.2 (M+l). 

4 8 , r . . ^ , 

3_ 75y _ 7> s-¥* h*->-5- (4-* h^v-Ov^) - 2- (5-* b^y 
_ 2 _^f;v7x-;v) -2, 5-ytFn-4H-t 0 7V*n [4, 3-c] 

m e 6 ] 

MeO^__V-Me 



N-N 




PMB 



1_ H-NMR (DMS0-d6 , 300 MHz) : S2.04(3H, s) , 3.70(6H, s), 3.76(3H, s), 3.79(3H, s) 

ffiSE# 2005-3026188 



II 2004-042491 



46/ 



5 42(2H, br). 6.28(2H, s) , 6. 88-6. 91 (3H, m). 6.99(1H, d, J=2.4Hz), 7.06(1H, d 
J-8.7. 2.4 Hz), 7.26C2H, d, J=8.4Hz), 7. 34-7. 36 (2H, m) . 
LC/MS (ESI): m/z 501.1 (M+l) . 

[0 0 7 5] 
^#$11 4 9 

- >7x - jV ) - 2 , 5-yKFn-4H-t"7yn [4, 3-c] ^'^-4-*V 
[ft6 7] 




.OMe 



OMe 



##W2 5 tpm*^*-* lommft&mzft-fco 

1 H-NMR (DMS0-d6 , 300 MHz): S3.69(3H, s), 3.70(3H, s), 3.78(3H, s) . 5.42(2H br 
). 6.28(2H, s), 6. 86-6. 89 (2H, m) , 7. 08-7. 25 (8H, m) , 7.30(1H, s), 7. 41-7. 47 (2H, m 
)' 7.66(2H, d, J=9.0 Hz). 

LC/MS (ESI) : m/z 549.1 (M+l). 
5 0 

3 Z. y ^ y _ 7 - 4 y y°n # dp 8 - h v- 5 - ( 4 - ^ h > v^) - 2 - 

(5 _^ K y_2-^f;V7x-;v) -2, 5-ytFn-4H-^7V*n [4, 3- 

c] v 

lit 6 8 ] 



MeO 




PMB 



^-NMRCCDCh, 300 MHz): S1.22(6H, d, J=6.0Hz), 2.15(3H, s), 3.76(3H, s), 3.8 
3(3H s) 3.88(3H, s) , 4.36(1H, sept, J=6.0Hz), 5.11(2H, s) , 5.43(2H, br) . 6.79 
(lH,'s). 6.84C2H. d, J=8.7Hz), 6. 97-7. 01 (2H, m) , 7.2K2H, d, J=8.7Hz), 7.30(1H 
, d', J=8.7 Hz), 7.58(1H, s) . 

LC/MS (ESI): m/z 529.2 (M+l). 

i&^ffl] 5 1 

3 - 7 ^ j-2- (2-?nn-5-^^7x^) - 7 -4 V7ns}***>- 8 
v ^^2 5 - (4 -pi >^v^>v;v) -2, 5 -y'H Kn- 4 H-tfyV'n [4, 3- 

c] dp-yyv-4-*> 



tB|E#2 005-3026188 



mm. 2004-042491 



^-v : 47/ 




PMB 



^-NMRCCDCh, 300 MHz): ai.23(6H, d, J=6.3Hz), 3.77(3H, s), 3.86(3H, s), 3.8 
8(3H, s), 4.38(1H, sept, J=6.0Hz), 5.24(2H, br) , 5.42(2H, br) , 6.78(1H, s), 6.8 
5(2H, d, J=8.5Hz), 7.04(1H, dd, J=9.0, 3.0 Hz), 7.12(1H, d, J=3. 0 Hz) , 7.21(2H, 
d, J=8.5Hz), 7.48(1H, d, J=9.0Hz), 7.58(1H, s) . 
LC/MS (ESI): m/z 549.0 (M+l). 
5 2 

3 1 [3- 7 ;y-7, 8 _y-^^y-5- ( 4 -^ f^y/^^V) _ 4 -*^y- 
4, 5 -ytKn-2H-ti7V"a [4, 3-c] *>"j>-2->f^ 



NC 




.OMe 



OMe 



1 H-NMR (DMS0-d6 , 300 MHz) : S2.2l(3H, s) , 3.69(6H, s), 3.76(3H, s) , 5.42(2H, br 
), 6.54(2H, br), 6. 85-6. 90 (3H, m) , 7.25(2H, d, J=8.7Hz), 7.34(1H, s) , 7.66(1H, 
d', J=8.2Hz), 7.93(1H, d, J=8.2Hz), 7.99(1H, s) . 

LC/MS (ESI) : m/z 496. 0 (M+l) . 
[0 0 7 6] 

^Sc#15!j 5 3 

3__ T5 y_7 >*->-5- (4-^h^v^>v^) -2 - 

- 2 , 5-ytFo-4H-t"7yn [4, 3-c] ^7V>-4- 

[ft 7 1 ] 




H 2 N 



1 H-NMR (CDC 1 3 , 300 MHz): S2.32(3H, s), 3.77(3H, s), 3.78(3H, s), 3.92(3H, s) , 

2005-3026188 



mm. 2004-042491 



s<-*J; 48/ 



5.20(2H, br), 5.45(2H, br) , 6.79(1H, s), 6.86(2H, d, J=8.5Hz), 7.24(2H d, J=8. 
5 Hz), 7.37-7.39C1H, m), 7.54(1H. s), 8.63(1H, d, J=4.8Hz), 8.09(1H, s) . 
LC/MS (ESI): m/z 472.1 (M+l). 

### 0 5 4 , 
2 _ ( 2 _^on-5->K->7i-;V) -3- (y^W^) -5- (4-*h 
^v-<>v;v) -2, 5-yHFn-4H-f7V*n [4, 3-c] *;'J^-4-t> 
[ft7 2] 



MeO 




3_X5y-2 - (2-^DD-5-^^v'7xi;l/) -5- ( 4 - > r- v 
;v) _ 2 , 5-ytKn-4H-f7V*n [4, 3-c] ^7'J>-4-t^ ( 5 0 m g 
) , Tfc*^ (im, & 6 6 96, 2 0 m g) * T" 1 9 t Fa 7 7 > ( 0 . 8ml 

) iSitfN N-^fWA75K (0. 8ml) <7>?l£«M?&t? 2 I^M«^Lfe 
ft. 3fftW;v (25//1) £ftnx, 1 2^ra»b7to 4r*ffiTfcaM§& 

r-^^e>lfiBf*U3yi<k#* (3 5mg) Sr#^o 

^-NMRCCDCh, 300 MHz): <J2.97(6H, s) , 3.77(3H, s) , 3.86(3H, s), 5.50(2H, br), 

6 80-6. 88 (2H, m) , 7.00(1H, dd, J=9.0, 3.0 Hz), 7.1l(lH, d, J=3.0Hz), 7.15-7.25 
(4H, m), 7.34(1H, dt, J=1.5, 7.8 Hz), 7.44(1H, d, J=9.0Hz), 8.23(1H, dd, J=7.8, 

1.5 Hz). 

LC/MS (ESI) : m/z 489. 1 (M+l) . 
##f I 5 5 

3_ 75 y_2 - [4 - Fn^yxf jV) 7x-^] - 5- (4 -* b^>^> 

v;v) -2, 5-ykFn-4H-t°7V'n [4, 3-c] *SV>-4-*> 
Mt7 3] 

HO 




4_^nn-l -^>y;v- 2 -**V- 1 , Kn^y y >- 3 b 

(0. 6 g) , 4- (2-tKn^yxfji/) 7x-;HiF7yV (0. 2 4 g) „ 
h ij > (0 2 7ml) i3i^^y-;v (40ml) 1 2 B# P^tJn 

/7 7-f-tiiLtiiMi (0. 4 7 g ) 

1 H-NMR(CDCh , 200 MHz) : <?1.54(1H, m) , 2.96(2H, t, J=4Hz), 3.76(3H, s) , 3.84- 

mSE# 2005-3026188 



mm 2004-042491 



t-i? : 49/ 



3.96(2H, m), 5.38(2H, br) , 5.44(2H, br), 6. 78-6. 84 (2H, m), 7. 14-7. 68 (9H, m) , 8.0 
6-8.24(lH, m). 
###U 5 6 

N _ |2- [4- (2-tFn^yif;V) 7*-^] -5- (4 h *~>^>^,>W 
_4-**y-4, 5-ytFo-2H-t I r/n [4, 3-c] * S V >- 3 ->( 
T-fe 1 T 5 K 
[ft 7 4 ] 



HO 




3 _ T5 y-2-'[4- -5- (4-^l^r^^ 

-2, Kn-4H-^9'/n [4, 3-c] */"J>-4-t> (0. 

2 g ) fc*MeffsSR (2ml) 5H»iiIL^o iETllL, MSStK^ 

iL/io Wfcfrfctti&fc*^-*' (20ml) . lM^ymiti-hV^^mm (o. 

5ml) SrflniU 1 l*IB«#U^o «ffiT»iR*«*U l«i (0. 5ml 

■?)K#CifeitM^ l&^LMlLTMft^* (0. 2g) » 

x H-NMR(CDCl3 , 200 MHz): *1.54(1H, br) , 2.16(3H, s), 2.95(2H, t. J=4 Hz) , 3.76 
(3H, s), 3.88-3.94(2H, m) , 5.48(2H, br) , 6. 82-6. 86(2H, m) , 7. 16-7. 62 (10H, m) , 8. 
26-8. 32 (1H, m). 
[0 0 7 71 

##M 5 7 

*9>Afr*>WL2- U- [3- (7-bfJV757) -5- (4-^^y^^y)V) 
_4_**y-4, 5 -ytFn-2H-t"7V*n [4, 3-c] */V>-2--OV] 

[ft 7 5 ] 




N _ ) 2 - [4- (2-EFn^yxf;V) y^~;v] -5- (4 h ^V^Vi^l" 
) _4_^-if. V -4, 5 -yt Kn- 2 H- tf5 V*n [4, 3-c] ^'J7-3-^V 
| 7-b h 75 K ( 3 . 2 g) s h U 5 > ( 1 . 8 5ml) ©rb7tKn75> 

(4 0 0 ml) 0 ■Ct?^H> ( 0 . 77ml) «r«ST L/to ISt 

Sl^mifl^U F'JxfjVTry (O. 4 6ml) SiOlft^^^^-l' (o. 1 

9ml) &inx.3i$ra«#Lfco il&EETrAliU sssfcftife^-T-n'fcflnx.-c, Rm7ic«± 

fchfIE# 2005-3026188 



#11 2004-042491 



^-v : 50/ 



^-NMRCCDCh, 200 MHz): S2.15(3H, s), 2.90(3H, s), 3.13(2H, t, J=4.4 Hz) 3.7 
5(3H, s), 4.46(2H, t, J=4.4Hz), 5.46(2H, br) , 6. 79-6. 84 (2H, m) , 7. 15-7. 43 (7H, m 
), 7. 57-7. 63 (ZH, m) , 8. 24-8. 30 (1H, m), 8.50 (1H, br) . 
5 8 

N _ j 5 _ ( 4 -4-**V-2- [4- (2-M'jy/-l- 
^>;v^^;v) 7x-« -4, 5-vtKo-2H-t:7V'D [4, 3-c] 
3 ->f >W 7*>7U* 
[ft 7 6] 




N _ |2- [4- (2-tFn^yxf;v) 7^~;V] -5- (4-^*^^ 
) _ 4 -**y-4, 5-ytKn-2H-H'7yo [4, 3-c] *y;^-3-^ 
| 7-feb7U* (0. 2g) , f 'Jxf)V7 5 (0. 12ml) Orh7KKC77V 

(2 5ml) 0 "Cdlft^ * >- X ( 0 . 0 4 8ml) £?&T L7c 0 0 "Ct? 

fee ttmm^TK. l^n«7K-eM^^t. fg^UJtSTitisL/io ( 

3 0ml) fVxfjV75> (0. 0 8 7 ml) , ^'Jy> (0. 0 4 5 ml) *7JD 
itMill^o 2H»IHft. (0. 1ml) -SrJp^Sfe^e^Mtn^aHIEL 

f~ ij&ffiTM^^u ^m^f-^*iinx--c lMttiiflL, 7}c«£^-7-;v-etffe 
^ma^M^mWf, *s*u m&rmmLxmmit^m (o. 1 3 g) m 

^-NMRCCDCh, 200 MHz): * 1.43-1. 52 (2H, m), 1.60-1. 72(4H, m), 2.14(3H, s) 2.4 
0-2.64(6H, m), 2. 84-2. 97 (2H, m) , 3.75(3H, s), 5.46(2H, br) , 6. 78-6. 84 (2H, m), 7. 

12-7. 56 (9H, m), 8. 24-8. 30 (1H, m) . 
^Sc#$U 5 9 

N— (3-> l^>7x^V) — N' - [1- (2-xfn7x-iV) ^ 
1^7 7] 



MeO 




3 _^^y 7i -)VHF7^M(l. 7 5g)> 2-xfo7*f7x;y ( 
1 6 5 g ) HJvA (0. 82g) *5 * mm (10ml) Ofi#**lil1? 

ii&m (2 . 7 2 g) fc&fco 

fflSE# 2005-3026188 



#11 2004-042491 



^-v: 51/ 



1 H-NMR (DMS0-d6 , 300 MHz): S2.25(3H, s), 3.72(3H, s), 6.33(1H, dd, J=8.4, 2. 

Hz), 6.64QH, dd, J=8.1, 1.8 Hz), 6. 67-6. 69 (1H, m) , 7. 04-7. 09 (1H, m), 7.47-7.E 

lH,'m). 7. 63-7. 78 (3H, m) . 9.41(1H, br) . 

##f I 6 0 , , 

N - (2-^nn-5-n^fv7x^) — N' - [1- (2, 4-y^o7x^ 

Mb 7 8 ] 



2-^nn-5-^*y7x-;vtK7v> (2. 8 5 g) . 2, 4-5>->nT-t 
h7x ;y ( 3 4 7 g ) Of^Bft (1 5ml) ©M^li£t*«»L/:» RtS 

•raifctcj: «9 gEflMfc^* (6. 0 2 g) *ntzo 

1 H-NMR (DMSO-de, 300 MHz) : <52.40(3H, s) , 3.78(3H, s) , 6.50(1H, dd, J=8. 7, 2.9 
Hz) 6.85(1H, d, J=2.9Hz), 7.27(1H, d, J=8.7Hz), 8.02(1H, d, J=8.7Hz), 8.47(1 
H, dd, J-8.7, 2.5 Hz), 8.6K1H, br) , 8.68(1H, d, J=2.5Hz). 



0 2 N 

OtK^tfcN, N- y^WWr 5 K (15ml) M^^mtV > (1. 9 
6ml) fcflP&fco 0t)i:t3 0^m N- (3-n + '>7x-JP) -N' - [1 
_ ( 2 -^hn7x^iV) xf'jr/] KF7v> (2. 7 2 g) ON, N-^i^V* 
(5ml) «£*nx-, lS«»U;o 7X (1 0 0ml) £Jnx. 1 Btft 

LtSIi^* (1. 0 8g) «r#^o 

1 H-NMR(CDCl3 , 300 MHz): 53.87(3H, s), 6. 90-6. 94(1H, m) , 7. 25-7. 45 (3H, m) , 7.6 
0-7.73(3H, m). 8. 11-8. 14 (1H, m) , 8.48(1H, s) , 9.84(1H, s) . 

x _ ( 2 -^nn-5-^^y7x^) -3- (2, 4-yxfD7x-)V) -1H 
— h° 9 ;v — 4 — 77 ;v ~r K 





7J Ass^nsTK K 
Kb 7 9 ] 




{±1|jE# 2005-3026188 



#SI 2004-042491 



^-v: 52/ 



Ut8 0] 




NO z 



1 H-NMR (DMSO-de , 300 MHz) : S3.84(3H, s) , 7.19(1H, dd, J=9.2, 3.1Hz), 7.35(1H, 
d J=3.1Hz), 7.65(1H, d, J=9.2Hz), 8.05QH, d, J=8. 7 Hz) , 8.62(1H, dd, J=8. 7, 
2.6 Hz), 8.84UH, d, J=2.6Hz), 9.14(1H, s) , 9.88(1H, s) . 

##1?0 6 3 

x _ ( 3 _^ y** y y^=.}V) -3- (2--I«D7x^) - lH-H 7 y-^-4- 

[<b 8 i ] 




HOOC 

0 2 N* 

!_ ( 3 ^Ky 7 x-;V) -3- (2-^fn7x^) - lH-e^/-^-4 
-^W^ftF (1. OOg) , * (2ml) toZUVVV* (2ml) ©S^fcCjl 

(5 3 8 mg) fc&EHC^tf-Cjn&fco liUM^, *fffiLfc-B* 
<b v y*'>^-fe7^f M:i^)«iU -fe 9 4 h « * 1 fl7£7jc@Mt^ h V * A **tft-eifci£ 

^L/cglfr^^^r^^-e^^L, iEM^tJ (6 7 6 mg) *%tz 0 

1 H-NMR (DMSO-de, 300 MHz) : S3.89(3H, s), 6. 87-6. 93 (1H, m), 7. 30-7.46(3H, m) , 7 
.55-7. 72 (3H, m) , 8.10(1H, d, J=7.6Hz), 8.55(1H, s) . 

##f !l 6 4 . 
!_ ( 2 -^nn-5-^^v7x^) -3- (2, 4-y-fn7x^V) -1H 

- V— 4 -#;v5K>-|t 

[It 8 2 ] 

MeO 




HOOC 

O z N 

##w 6 3 *: m&rjs &~ i «9 mmtt&m *n-fco 

1 H-NMR (DMSO-de, 300 MHz) : S3.84(3H, s), 7.16(1H, dd, J=8.8, 2.9 Hz), 7.32(1H, 
d, J=2.9Hz), 7.62(1H, d, J=8.8Hz), 8.00(1H, d, J=8.7Hz), 8.60(1H, dd, J=8.7, 
2*. 4 Hz), 8.79(1H, s) , 8.81(1H, d, J=2.4Hz), 12.87(1H, br) . 

ffi!IE#2 005-3026188 



#® 2004-042491 



^-v: 53/ 



[0 0 7 9] 

3 _ 7? ;_2-7x-iV-2, 5 - 5> ^ K n - 4 H - tf =7 '/o [ 4 , 3 - c ] * ^ V > 
- 4 > 

lit 8 3 ] 




g_ 75 ;_5_^j/^-2-7i-^-2, 5-vHFn-4H-^77n [4, 
3 _ c ] ^ yi; ^_4_^-> (o. 2 6 g ) > 48 %Af K2fc*Bfc*t (8ml) , WfW. ( 1 
3ml) <DM&m* 1 0 0«3 6CT»L/: 0 nmik, yjcSrUnx, 1 1 i&JfefcBMt 

xl &mt&to (4 7mg) *#7^o 

^-NMRCDMSO-de, 200 MHz) : S6.41(2H, br) , 7. 11-7. 17(1H, m), 7. 23-7. 32 (1H, m) , 
7. 36-7. 51 (2H, m) , 7. 50-7. 76 (4H, m) , 7. 87-7. 93 (1H, m) , 10.79(1H, br). 

3-757-2- (2-^^>7x-)V) -2, 5 - v Kn- 4 H- tf 9 7n [4, 
3 - c ] ^r;'J>-4-t> 
UtS 4] 




3 _ 75 y_5_ (4-7 >drv^^v;v) - 2- (2-^Kv7x^V) - 2 5 

-yt Fn-4H-K 0 77'n [4, 3-c] ^;'J>-4-t^ (3 70mg) > 7-V 

-;v (2ml) > h'J7;vtatSI (5ml) is J: V h V 7 n 7 7 7 7s (1 

m 1 ) <D-M^m*MUX 3 Bf W#«#L^^. MJ±T^« b/io SlifcK 5 > U 

^^;v^jm^^> ttm-fz> zt\,zx ^mm^m (2 5 0 m g) 

^-NMRCDMSO-de, 200 MHz) : <53.82(3H, s), 6.06(2H, br) , 7. 07-7. 15(2H, m), 
2H, d, J=7.8Hz), 7. 34-7. 57 (3H, m), 7.84(1H, d, J=7.0Hz), 10.69(1H, br) . 
LC/MS (ESI) : m/z 307. 0 (M+l) . 



7.26( 



3-757-2 - (3 
3-c] * 7 U > - 4 



• 7 f^r->7x-;v) -2, 5-ytFn 



4 H- t°7 7o [4 , 



ffiiE# 2005-3026188 



#11 2004-042491 



54/ 



[it 8 5] 



MeO 




1 H-NMR (DMS0-d6 , 300 MHz) : <53.84(3H, s) , 6.42(2H, br) , 7. 00-7. 03 (1H, m) , 7.10- 
7.16(1H, m), 7. 20-7. 27 (3H, m) , 7. 36-7. 39 (1H, n) . 7.41-7. 50 (1H, m) , 7.90UH. dd, 
J=7.8, 1.5 Hz), 10.76(1H, br) . 

LC/MS (ESI): m/z 307.1 (M+l). 

3-7?y-2- (4-^^>7x^) -2, 5-/K Fn-4H-t7VO [4, 
3 - c ] ^r/'J>-4-i> 
lit 8 6] 

MeO 




H 2 N 



H 

mmm2 twim^KB^x^mmit^^nt^o 

1 H-NMR (DMSO-de, 200 MHz) : S3.84(3H, s) , 6.28(2H, br) , 7. 10-7. 60(7H, m), 7.87- 
7.92(1H, m), 10.77(1H, br) . 
[0 0 8 0] 

3 _ 75 y-2- (3-7)l/tn7x^) -2, 5 - v K Kn - 4 H - v V n [4, 
3-c] *S 4 - * > 

Mb 8 7 ] 




u 2 fcR&fcRJEK* »)*»ffr&-W*#fco 
1 H-NMR (DMSO-de, 300 MHz) : S6.56(2H, br), 7. 11-7. 16(1H, m) , 7. 25-7. 32(2H, m) , 
7.37-7.43UH. m) , 7. 52-7. 64(3H, m) , 7.90(1H, dd, J=7.8, 1.5 Hz), 10.79(1H, br) . 
LC/MS (ESI): m/z 295.1 (M+l). 

3_ 7 5y_ 2 - [3- (PJ7^tn^f)V) 7x^V] -2, 5-vt hn-4H- 

2005-3026188 



#M 2004-042491 



s<—i?: 55/ 



tf^Vn [4, 3-c] ^y'jy-4-i> 
[4b 8 8 ] 



F 3 C-( X * 



N-N 




1 H-NMR (DMS0-d6 , 300 MHz) : £6.64(2H, br) , 7. 12-7. 17 (1H, m), 7.27(1H, d, J=7.8 
Hz), 7.39-7.44(lH, m) , 7. 81-7. 82 (2H, m) f 7.93(1H, d, J=6.9Hz), 8. 00-8. 02(2H, m) 
, 10.83(1H, br). 

LC/MS (ESI): m/z 345.0 (M+l) . 

3-7 5 y-2 - (3--f07x-;V) -2, 5 - v K D - 4 H - 9 V n [4, 3 
-c] ^r/V>-4-t> 
[lb 8 9 ] 



0 2 N-^ / 




1 H-NMR (DMSO-de , 200 MHz) : <J6.78(2H, br) . 7. 12-7. 19 (1H, m) , 7.28(1H, d, J=7.6 
Hz), 7. 39-7. 46 (1H, m), 7. 82-7. 95 (2H, m) , 8. 15-8. 19 (1H, m), 8. 26-8. 30 (1H, m) , 8.4 
6-8.48(lH, m), 10.85(1H, br) . 

LC/MS (ESI) : m/z 322. 1 (M+l) . 

»J8 . , r 

3 _ T§ y-2- (4-^nn7x-JV) -2, 5 - ^ t Kn - 4 H - 9 V n [4, 3 

-c] ^y i J>-4-^> 
Hb 9 0 ] 




1 H-NMR (DMSO-de, 200 MHz) : «5 6.53(2H, br) , 7. 10-7. 18 (1H, m) , 7. 23-7. 30(1H, m) , 
7. 37-7. 44 (1H, m), 7. 60-7. 73 (4H, m), 7. 89-7. 93 (1H, m), 10.82(1H, br) . 
[0 0 8 1 ] 

miE# 2005-3026188 



#11 2004-042491 



^-i? : 56/ 



miMM 9 

3-7? y - 2- ( 6 - * h * *s V ^ > - 2 - 4 >W 
ya [4, 3-c] ^;'J>-4-i> 

9 i ] 



- 2 , 5-yH Kn-4H-t:°7 




1 H-NMR (DMSO-de, 300 MHz) : S3.95(3H, s), 6.80(1H, d, J=8.4Hz), 7. 13-7. 18 (1H, 
m), 7.26QH, d, J=7.8Hz), 7.40-7.45(3H, m) , 7.60(1H, d, J=7. 8 Hz) , 7.92-7.98(2H 
, m), 10.78(1H, br). 

LC/MS (ESI): m/z 308.1 (M+l). 

mMM io . _ . 

3 _ T ^y_2- (2, 5-y7^n7x^) -2, 5 - v t: Ku - 4 H - 7 V n 
[4, 3-c] deyy>-4-^>- 
[ft9 2] 




1 H-NMR (DMS0-d6 , 200 MHz) : <J6.62(2H, br) , 7. 08-7. 16(1H, m) , 7.26(1H, d, J=7.2 
Hz), 7.36-7.65(4H, m), 7.85(1H, dd, J=7. 6, 1.0 Hz), 10.75(1H, br) . 
LC/MS (ESI) : m/z 313. 1 (M+l) . 

MUM 11 . _ . r 

3 _ T5 y_2- (2, 5 -v^^^-7^-^) ~2, 5 - v H K P - 4 H - ~7 V n [ 

4, 3-c] ^yj^-4-t> 

[ft9 3] 




1 H-NMR (DMSO-de, 300 MHz) : <?2.07(3H, s) , 2.36(3H, s) , 6.09(2H, s) , 7.06-7.13(1 
H, m), 7. 21-7. 40 (5H, m) , 7. 83-7. 86 (1H, m) , 10.70(1H, br) . 
' LC/MS (ESI): m/z 305.1 (M+l). 

miiE# 2005-3026188 



#11 2004-042491 



s<-zs: 57/ 



1 2 

3-T5/-2- (2, 5-y^n7x-;V) 

4, 3 - c ] *y v 

[ft 9 4] 



2, 5-yt K n — 4 H — tf 9 V*n [ 




1 H-NMR (DMS0-d6 , 300 MHz) : S6.57(2H, s) , 7. 08-7. 14 (1H, m), 7. 24-7. 27 (1H, m) , 7 
.35-7.42 (1H. m), 7.68(1H, dd, J=8.4, 2.4 Hz), 7.75(1H, d, J=8.4Hz), 7.80-7.85( 
2H, m), 10.75QH, s) . 

LC/MS (ESI) : m/z 344. 9 (M+l) . 
[0 0 8 2] 

mmm 13 . _ , 

3 _ T5 y_2- (2, -2, 5-ytKn-4H-K7VD 

[4, 3 - c ] #;y>-4-t> 

[ft 9 5] 



MeO 



OMe 




1 H-NMR (DMSO-de, 300 MHz) : S3.65(3H, s) , 3.71(3H, s) , 4.94(2H, s) , 6.39(1H, s) 
, 6.70(1H, s), 7.15-7.28C2H, m). 7.57(1H, d, J=7.8Hz), 8.26(1H, d, J=7.8Hz), 9 
'.23(1H, s), 11.27(1H, s). 

LC/MS (ESI) : m/z 337. 0 (M+l) . 
1 4 

3_ 7 5y-2- (2-^nn-5-^*'>7x-;V) -2, 5 - v ^ Kn - 4 H- t: 
7V*o [4, 3-c] ^/'J>-4-^> 
[ft 9 6 ] 



MeO 




1 H-NMR (DMSO-de, 300 MHz) : *3.81(3H, s), 6.37(2H, s), 7. 07-7. 40(5H, m), 7.58(1 
H, d, J=8.7Hz), 7.83C1H, dd, J-7.8. 1.2 Hz), 10.7l(lH, br). 

mtE# 2005-3026188 
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^-v: 58/ 



LC/MS (ESI): m/z 341.1 (M+l). 
H*fe0l 1 5 

3-T57-2- ( 5 -J* V * v- 2 ->^;V7 

7V*o [ 4 , 3 - c ] ^yy>-4-5i->' 

[ft 9 7] 



-;v)-2, K n — 4 H — k? 



MeO 




^-NiflKDMSO-de, 300 MHz) : S2.02(3H, s) , 3.79(3H, s) , 6.12(2H, s), 6.96(1H, d 
, J=2.7Hz), 7.04(1H, dd, J=8.4, 2.7 Hz), 7.07-7. 14(1H, m). 7.26(lHd, J=7. 5 Hz) 
, 7. 32-7. 42 (2H, m) , 7.85(1H, d, J=8.4Hz), 10.71(lHbr). 

LC/MS (ESI): m/z 321.2 (M+l). 

$mW 16 . , . 

3_ 7 ?;-2 - (2, 4 - v^nn- 5 l^i-''? j.-;V) -2, 5-vtpn-4 

H-k'7/n [4, 3-c] ^J^y-^-^y 

lit 9 8] 

CI 



MeO 




^-NMRCDMSO-de, 300 MHz) : S3.92(3H, s), 6.46(2H, s), 7.07-7. 14(1H, m), 7.25(1 
H, d, J=7.8Hz), 7. 34-7. 41 (1H, m). 7.43(1H, s), 7. 83-7. 87 (2H, m) , 10.70(1H, s) . 
' LC/MS (ESI) : m/z 375. 0 (M+l) . 
[0 0 8 3 ] 

3 _ (3-75;-4-t^rV-4, 5 - ^ Ka - 2 H - H 9 7n [4, 3-c] 
[4k 9 9 ] 

N-N 

H 2 N" 




^-NMRCDMSO-de, 200 MHz) : S3.91(3H, s), 6.58(2H, br), 7. 11-7. 18 (1H. m), 7.27( 

ffif£# 2005-3026188 
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^-v: 59/ 



1H, d, J=8.4Hz), 7. 38-7. 45 (1H, m), 7.69-7. 77 (1H, m) , 7. 91-8. 03 (3H, m) , 8.21(1H, 
s), 10.88(1H, br). 
LC/MS (ESI): m/z 335.0 (M+l) . 

^mm 1 8 

4 _ (3_ 75 ;-4-^^y-4, 5 - P Kn - 2 H - tT 7 7d [4, 3-c] ^r^ 
i; v — 2 - -f ;v) > -If >- x ;v * ^ T 5 K 
[4b i o o ] 

H 2 N0 2 S 




H 2 N 



1 H-NMR (DMS0-d6 , 200 MHz) : S6.45(2H, br) , 7. 10-7. 18(1H, m), 7. 23-7. 28(1H, m) , 
7. 37-7. 46 (1H, m) , 7.51(2H, br) , 7. 86-8. 02 (5H, m) , 10.82QH, br) . 
HMf!) 1 9 

3-7?;-8-^>^v-2-7x-)V-2, 5 -yt Kn- 4 H- tf 7/0 [4 , 3 

-c] * j v y - a y 

m 1 0 1 1 




.OMe 



1 H-NMR (DMSO-de , 200 MHz) : £3.80(3H, s) , 6.40(2H, br) , 7. 01-7. 06(1H, m) , 7.19- 
7.24(1H, m), 7. 36-7. 39 (1H, m) , 7. 43-7. 50 (1H, m). 7. 55-7. 64 (2H, m) , 7. 66-7. 72 (2H, 
m), 10.70(1H, br). 

%mm 20 

3-757-7, 8-v^>^v~2- (5-> b^-2->^7x-^) -2, 5 
-ytFn-4H-K"7y*n [4, 3-c] * J *) 

Kb 1 0 2 ] 



MeO 




1 H-NMR (DMSO-de, 300 MHz) : <S2.01(3H, s), 3.34(3H, s), 3.78(6H, s), 6.10(2H, br 
), 6.86QH, s), 6.94(1H, s). 7.02(1H, d, J=8.6Hz), 7.27(1H, s) , 7.32(1H, d, J=8 

ffifiE# 2005-3026188 
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: 60/ 



.6 Hz), 10.5K1H, s). 
LC/MS (ESI): m/z 381.0 (M+l). 
[0 0 8 4] 
2 1 

v--2, 5-ytFn-4H-f7V'n [4, 3-c] * / V ^ - 4 - * > 
[5fH 1 0 3 ] 



MeO 




OMe 



OH 



1 H-NMR (DMS0-d6 , 200 MHz) : <J3.78(3H, s) , 3.82(3H, s) , 6.27(2H, br) , 6.74(1H s 

), 7. 13-7. 18 (2H, m), 7.23(1H, s) , 7. 56-7. 60 (1H, m) , 9.51(1H. s) , 10.45UH, br) . 
' LC/MS (ESI) : m/z 387. 0 (M+l) . 

mi&M 22 „ 

3_ 7 = y_ 7 _tiFn^v-8-^ h^v- 2 - (5-* f^y- 2 -^f ^7x-^ 
) -2, 5-5>fcKn-4H-fcf?^n [4, 3-c] ^'JV-4-t> 

i 0 4] 




!i 2 1 mmtt bub k x 15 * . 

^-NMRCCDCla 200 MHz) : *2.13(3H, s), 3.83(3H, s), 3.93(3H, s). 5.07(2H, br), 
6.06(1H, s), 6.77(1H, s), 6.96(1H, d. J=2. 8 Hz) . 7.00(1H, dd, J=8.4, 2.8 Hz), 7. 
30 (1H, d, J=8.4Hz), 7.53(1H, s) , 8.96(1H, br) . 

LC/MS (ESI): m/z 367.0 (M+l). 

«^J2 3 , 
3 _ T 5y_2 - (2 -*nn- 5 h ^v7x^)V) -7-->n-2, 5-vth 

n-4H-t?9Vn [4, 3-c] ^7^-4-^/ 

Ht 1 0 5 ] 



MeO 




CT "N' ^no 2 
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61/ 



1 H-NMR (DMS0-d6 , 300 MHz): S3.83(3H, s) . 6.58(2H, br) , 7. 15-7. 25(2H, m) 7.60( 
1H. d, J=9.0Hz), 7.94(1H, dd, J=8.7, 2.1 Hz), 8.08(1H, d, >8.7Hz), 8.14(1H, d 
, J=2.1 Hz), 11.K1H, br). 

LC/MS (ESI): m/z 385.9 (M+l). 

3?7^-7-->n-2-7x-;v-2, 5 -Vt Fn- 4 H- ^ 9 7n [4, 3- 

c] ^y';>-4-^-> 

[ftl 0 6] 




HoN 



,„« ™ 2 H» & RJCfe * *> SfcUlb^ Sr o 
1 H-NMR (DMSO-de, 300 MHz) : S6.55(2H, br) , 7. 46-7. 50(1H, m) , 7. 56-7. 61 (2H, m) , 
7.66-7.69(2H, m) , 7.94(1H, dd, J-8. 5. 2.3 Hz), 8. 09-8. 13(2H, m) , 11.17(1H, br) . 
LC/MS (ESI): m/z 322.1 (M+l). 
[ 0 0 8 5] 

3^5-2- (3->1.^7x^) -7 — ho-2, 5-^Fn-4H-e 
7V*n [4, 3-c] d r^'J>-4-^> 
[ftl0 7] 



MeO 




1 H-NMR (DMSO-de, 200 MHz) : S3.85(3H, s), 6.57(2H, br) , 7.04-7. 12 (1H m) , 7.22- 
7.26(2H, m), 7. 46-7. 54(1H, m) , 7.96(1H, dd, J=8.4, 2.2 Hz), 8. 11-8. 15 (2H, m) , 11 
.17(1H. br). 

LC/MS (ESI): m/z 352.0 (M+l). 

3 _ T5y _ 7; 8 -i^ h^rv-2- (4-7x^y7i^) -2, 5-vtVn 
-4H-k°7 y'n [ 4 , 3 - c ] ^>"J>-4-*> 



ffiiE# 2005-3026188 
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^-v : 62/ 



[ftl0 8] 




1 H-NMR (DMS0-d6 , 300 MHz) : 5 3.77C6H, s), 6.33(2H, br), 6.85(1H, s) , 7.07-7.20C 
5H, m), 7.28C1H, s), 7.40-7. 45(2H, m) . 7.63(2H, d, J=9.0Hz), 10.55(1H, br) . 
LC/MS (ESI): m/z 429.0 (M+l). 

fSJ&flJ 2 7 . _ . 

3 _ (3_ 7 5;_ 7j 4 -**V- 4, 5 - v t Ka - 2 H - 7 V 

n L 4 f 3 _ c ] ^.j>-2->f - 4 - ^ -^JW* > V- h U * 
Mb 1 0 9 ] 




,, 2 fc Iwtft&KJSK i *9 M^%*t#^o 

1 H-NMR (DMS0-d6 , 300 MHz) : S2.17(3H. s), 3.76(3H, s), 3.78(3H, s), 6.37(2H, br 

), 6.85(1H. s), 7.25(1H, s), 7.64(1H, d, J=8.1Hz), 7. 89-7. 94(2H, m) , 10.54(1H, 
br). 

LC/MS (ESI) : m/z 376. 0 (M+l) . 

3_ T5 y_ 7j 8-v ? ^h J rV-2- (4-^f;VH')y>-3-^^) -2, 5-v 
H K n - 4 H - If v V*n [ 4 , 3 - c ] *;n-4-*> 
[jtllO] 




.OMe 

O^^N" "^ ;> " "OMe 



1 H-NMR (DMSO-de, 300 MHz) : $2.14(3H, s) , 3.77(3H, s) , 3.78(3H, s). 6.37(2H, br 
), 6.86QH, s), 7.26(1H. s), 7.49(1H, d, J=4.9Hz), 8.53(1H, s). 8.57(1H, d, J=4 
.9 Hz), 10.55(1H, br). 
LC/MS (ESI): m/z 352.0 (M+l). 
[0 0 8 6] 

mmm 2 9 

ffiSE# 2005-3026188 
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^-v! 63/ 



tKn-4 H-tf^Vo [4, 
[ftlll] 



-2 - (5-> l-*'>-2-^f^7i 

3 - c ] dry , ;^-4-^->' 



- 2 , 5 - *J 



MeO 




OH 



^-NMRCDMSO-de, 300 MHz) : *2.01(3H. s), 3.78(3H, s), 6.08(2H, s), 6.55(1H, dd 
J-8.7. 2.4 Hz), 6.67(1H, d. J=2.4Hz), 6. 91-6. 95 (1H, m), 7.03(1H, dd, J=8.4, 2 
.7 Hz), 7.33C1H, d, J=8.7Hz), 7.63(1H, d, J=8.4Hz), 9.95(1H, br) , 10.55(1H, s) 

LC/MS (ESI) : m/z 337. 0 (M+l) . 

mm 3 o 

2 _ (2-?nn-5-n^f->7i-;V) -3- (y^f^T^) -2, r 
n-4H-t°5 , /n [4, 3-c] ^;n-4-t> 
[ftll2] 



MeO 




mm 2 tmm^KBKx *)mmik^zn?z 0 

^-NMRCCDCls, 300 MHz): <J2.97(6H, s) , 3.86(3H, s), 7.00(1H, dd, J=9.0, 3.0 Hz 
), 7. 04-7. 12 (2H, m), 7. 13-7. 21 (1H, m) , 7. 36-7. 46 (2H, m) , 8.15(1H, d, J=7. 8 Hz) , 
8.28(1H, s). 

LC/MS (ESI): m/z 369.0 (M+l). 

mm 3 1 

3-757-2- (5-^yW>-2->f*7i-A') -7, 
2, 5-ytKn-4H-H"5/o [4, 3-c] *>"J'/-4-*> 

Mb l 13] 



o-x /=n 




.OMe 



OMe 



4-^nn-6, 7 -v>^ h 2 V- 1 , 2 - v t Fn ^ 7 V > - 3 - # ;V 

(5 3mg) „ 5 - ^>y>t ^rv - 2 - ^ f JV7x^;VE Kyy ( 
5 3mg) „ h > (84^1) iJiffx^;-^ (5ml) 8 0 

°C-e2 4B#fB«# i L;fco <%-*P^ 1 0%y-^>m«rin£> H^-^^^tttB Lfeo WW St 

miE# 2005-3026188 
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^-v: 64/ 



) fcWfco 

'H-NMRCCDCls. 300 MHz): *2.14(3H, s), 3.92(3H, s), 3.94(3H, s), 5.04(2H, br) , 
5.07(2H, s), 6.69(1H, s). 7. 03-7. 07 (2H, m), 7. 27-7. 43 (6H, m) , 7.51(1H, s) . 9.29 
(1H, br). 

LC/MS (ESI): m/z 457.1 (M+l). 

mnw 32 

5-ytFo-4H-t°7/D [4, 3-c] 7' J > - 4 - ^ > 

Mb i i 4 ] 




_ 2 5_->*t Kn- 4 H-tf 7/n [4, 3-c] S V > - 4 - * > (5 0mg) , 
1 0%s*?VVJ*/m&&k (5 0%7K> 2 5mg) , * (20ml) £ J: xmm 

(20ml) ^Vl^^7X##ia^T, 1 B»L/: 0 M 
£ MEET d&JNI Lfc 0 aai:ft»if t>*JBi* r fc P i Lfco UK* 

^«L-C> ffilft^^/-^^"^>t?t!fe^ KiltJifcti^M (2 5mg) 

^-NMlUDMSO-de, 300 MHz): 5 1.97(3H, s), 3.77(3H, s), 3.78(3H, s), 6.04(2H, br 
), 6.730H, d, J=2.4Hz), 6. 68-6. 86 (2H, m), 7.20(1H, d, J=8.4Hz), 7.26(1H, s) , 
9.62(1H, s), 10.50UH, br) . 

LC/MS (ESI): m/z 367.0 (M+l). 
[0 0 8 7] 

3 _ 75 y_2- (4 — t Kn^f y7x-;V) -2, 5 - v H Kn - 4 H - H 7 V n [4 
, 3-c] ^/'J>-4-t> 

i i 5 ] 




3-757-2 - (4-^ >^y7x-iV) -2, 5 - v H F n - 4 H - MyVu [4 
3 _ c ] ^/ij>-4-*> (1 5 Omg) . DL-^ft-> (3 7 lmg) * £ 

!* * (3ml) <75rS^r%£ 1 0 0 M 3 ^W*#L/c 0 RJfc«'fr«*^*P& 

2 0 %itfBkiki- h V ^ A;jt?g$£i3 J: 1 0 % ^ j. ^BfcfciffffcfcT P H £f*J 8 fcflfflf Lrt: 

1 Irffllfci^Mtt, *-eifcitM^ (gfttSiUim^* (i 3 2mg) 

^-NMRCDMSO-de, 200 MHz) : 3 6.17(2H, br), 6.92(2H, d, J=8.8Hz), 7. 09-7. 16 (1H, 
m), 7.26QH, d, J=7.8Hz), 7. 35-7. 44 (3H, m) , 7.87(1H, d, J=7.8Hz), 9.83(1H, br 
), 10.72QH, br). 

mtE# 2005-3026188 
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^-v: 65/ 



LC/MS (ESI) : m/z 293. 0 (M+l) . 

3 4 . _ . . t 

3 _ T5 y_2- (3-KKo*->7x-» -2, 5 - S> Fu - 4 H - 7 V n [4 

, 3-c]^V>-4-^> 

Mb i i 6 ] 



HO 




mmm 3 3 iw&resk ± 13 m®4bi^/£#^° 

^-NMRCDMSO-de, 300 MHz) : S6.35(2H, br), 6. 81-6. 85(1H, m) , 7. 07-7. 15 (3H, m) 
7.26(1H, d, J-8.1Hz), 7.32-7. 41 (2H, m), 7. 87-7. 90(1H, m), 9.87(1H, s), 10.76(1H 
, br). 

LC/MS (ESI) : m/z 293. 1 (M+l) . 

%tkn 3 5 . r A 

3 _ T5 y_2- ( 2 -tKn^y7x-;V) -2, 5 - t Kn - 4 H - 7 V n [4 

, 3-c]^^ i ;> / -4-^> 
[-ft 1 1 7 ] 




«M 3 3b ra«*RJSt- J: •) ^S-fb^tJ^tf/co 

^-NMRCDMSO-de, 300 MHz) : S5.96(2H, br) . 6. 94-6. 99 (1H, m) , 7. 06-7. 13(2H, m) , 

7.24-7.39(4H, m), 7.85(1H, dd, J=7. 7, 1.4 Hz), 10.29UH, br) , 10.69(1H, br) . 
LC/MS (ESI) : m/z 293. 0 (M+l) . 

3-T57-2- (6-i^V-L 6-yliFnt'>Jy>-2-^V) -2, 5-vH 
Fn-4H-t'7/n [4, 3-c] dfy i J>-4-^-> / 

Mb i i 8 ] 

0=0 



N-N 




H->N 



1 H-NMR(DMSO-de, 300 MHz) : 3 6.56(1H, d, J=9.0Hz), 7. 14-7. 19 (1H, m), 7.26C1H, 
d, J=8.1Hz), 7. 40-7. 49 (2H, m), 7.83(2H, br) , 7. 85-7. 88 (1H, m) . 7.96(1H, d, J=7. 
7' Hz), 10.77(1H, br), 11.23QH, br) . 

LC/MS (ESI) : m/z 294. 1 (M+l) . 

ffiSE#2 005-3026188 



#M 2004-042491 



^-v : 66/ 



[0 0 8 8] 

mmm 3 7 

3_ 7 5;_2 - (5-t Fn4f'>- 2 -^f^7x-W 
kf5 , /n [4, 3-c] JryV>--4-^> 



- 2 



yt F n — 4 H 




mmm3 3 fcra#ftRJEi'J: ^M^^ffco 

^-NMRCCDCb, 300 MHz): S1.99(3H, s), 4.08(1H, br) , 6.08(2H, br) , 6.75(1H, d 
J=2 4Hz), 6.86C1H, dd. J-8.4. 2.4 Hz), 7.04-7. 16(1H. m) . 7. 17-7. 30(2H, a). 7.3 
2-7.42UH, m), 7.85(1H, d, J=8.4Hz), 10. 70(1H„ br) 
LC/MS (ESI) : m/z 307. 2 (M+l) . 

3?75/-2- (2 -?uu- 5 - Fn^r->7x-;v) -2, 5-yHFo-4H- 
[4, 3-c] 3r/D^-4-*> 
[ftl2 0] 



HO 




1 H-NMR (DMS0-d6 , 300 MHz) : S6.21(2H, s), 6. 93-6. 99(2H, m) , 7. 05-7. 45(4H, m) , 7 
.86(1H, d, J=7.5Hz), 10.66(1H, br) . 
LC/MS (ESI) : m/z 327. 1 (M+l) . 
^ife'f?!] 3 9 

3 J T5 y_ 2 - (2, 4-y^nn-5-fcFD^y7i-)V) -2, 5-vtKn- 
4H-t°7V'n [4, 3-c] *S 
[ftl2l] 

CI. 




1 H-NMR (DMSO-de, 300 MHz) : «56.50(2H, s), 7.09(1H, s), 7. 10-7. 14(1H, m) 7.23-7 
.27(1H, m). 7.35-7.42UH, m), 7.77(1H, s), 7. 80-7. 85(1H, m) , 10.99(1H, br) . 
LC/MS (ESI) : m/z 360. 9 (M+l) . 

ffifiE# 2005-3026188 
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^-v : 67/ 



4 0 

3-75;-2- (3-t Kn^->7x-JV) - 7- - f n-2, 5-ytFn-4H- 
\£yy*u [4, 3-c] ^y;>'-4-^-> / 




N0 2 



mmm3 3 tra^^asi- * ^mmit^-m^ntzo 

1 H-NMR (DMS0-d6 , 300 MHz) : S6.50(2H, br) , 6. 84-6. 88(1H, m), 7. 05-7. 10 (2H, m) , 
7. 34-7. 39 (1H, m) , 7.94(1H, dd, J=8.7, 2.4 Hz), 8. 09-8. 13 (2H, m) , 9.92(1H, br) , 1 
1.16UH, br). 

LC/MS (ESI): m/z 338.0 (M+l). 
10 0 8 9] 

»J4 1 

2 _ ( 3 _tKnify7x-^ -2, 5-yt K n — 4 H — tf 9 7o [4, 3-c] 
[It 1 2 3 ] 



HO 




1 H-NMR (DMSO-de, 200 MHz) : S 6. 82-6. 87 (1H, ffi) , 7. 22-7. 40 (3H, m), 7. 46-7. 53(3H, 
m), 8.1l(lH, d, J=7.0Hz), 9.28(1H, s), 9.96(1H, br) , 11.24(1H, br) . 
LC/MS (ESI): m/z 278.0 (M+l). 
Hi&$J 4 2 

2 _ ( 2 -^nn-5-tFD^y7x-;V) -7- [ ( 3 —t/M* V > - 4 - 
Vf;V) - 2 

HU 2 4] 



5-ytKn-4H-t"77n [4, 3-c] ^;'jy-4-ty 



HO 




$m&3 3 traflHiatDtj: »)M<b#'W*^^o 

1 H-NMR (DMSO-de, 300 MHz) : * 1.68-1. 78 (2H, m), 2. 30-2.45(6H, m) , 3. 06-3. 14 (2H, 
m) 3 55-3. 65 (4H, m), 6. 18-6. 24 (1H, m), 6.44(1H, s) , 6.50(1H, d, J=8. 5 Hz) , 6.9 
5(1H, dd, J=8.8, 2.4 Hz), 7.08(1H, d, J=2.4Hz), 7.48(1H, d, J=8.8Hz), 7.69(1H, 
d, J=8.5Hz), 8.74QH, s), 10.24(1H, br) , 10.88(1H, br) . 
LC/MS (ESI): m/z 454.0 (M+l). 

mtiE# 2005-3026188 



mm 2004-042491 



^-v: 68/ 



HJfeflO 4 3 , 

3_ T5 y_2 - ( 3 -tFO^/7x^) - 7- [2- (4-^;W*U^l/> ^ h^r 

->] -2, 5-ykFo-4H-t'7/n [4, 3-c] * U 4 -*> 
[-ft 1 2 5 ] 




^-NMRCDMSO-de, 300 MHz) : S 2.46-2. 51 (4H, m), 2.71(2H, t, J=5.8Hz), 3.56-3.60 
(4H m) 4 10 (2H, t, J=5.8Hz), 6.31(2H, br) , 6. 74-6. 83(3H, m) , 7. 05-7. 08(2H, m) 
. 1. 30-7. 36 (1H, m), 7.77(1H, d, J=8.4Hz), 9.85(1H, br) , 10.64(1H, br) . 

LC/MS (ESI): m/z 422.0 (M+l). 

mMM 4 4 . _ 

3 _ T5 y_2- ( 3 -tFn^y7x-;v) -7- 1 [3- (4-p«^^-l-t^7 
v-;v) yntf;V] T 5 y* | -2, 5 Kn- 4 H- tf [4, 3-c] *>"J 

>— 4 — ^ >• 

[ft 12 6] 




mMM3 3 fcrajfcfcRtSfc-fc OWffrfrWfcWfco 

1 H-NMR (DMSO-de , 300 MHz): * 1.66-1. 75 (2H, m), 2.15(3H, s), 2. 20-2. 40(10H, m) , 
2.91-3.06(2H, m), 6.10(1H, t, J=5.4Hz), 6.22(2H, br) , 6.34(1H. d, J=1.9Hz), 6. 
41 (1H, dd, J=8.4, 1.9 Hz), 6.76-6.80(lH, m) , 7. 05-7. 07 (2H, m) , 7. 29-7. 34 (1H, m) , 
7.55QH, d, J=8.4Hz), 9.83(1H, br) , 10.40(1H, br) . 
LC/MS (ESI): m/z 448.1 (M+l). 
[0 0 9 0] 

H#fc{?!]4 5 ^ , 

3 _ T5 y_2 - ( 2 -^nn-5-HFn*y7x-)V) -7- [ (3-^^*V>- 

7?/] -2, Kn-4H-tT9Vn [4, 3-c] 

4 — 




»3 3 fcra«ftJRJEBKJ: i?&»ffr£**&fc. 



ffiiE# 2005-3026188 



#11 2004-04249 1 



^-v : 69/ 



1 H-NMR (DMSO-cta , 300 MHz) : 8 1. 66-1. 77(2H, m) , 2. 32-2. 41 (6H, m), 3. 00-3. 08 (2H, 
m) 3.55-3. 62(4H, m) , 6. 03-6. 07 (1H, m) , 6.16(2H, s) , 6.35(1H, d, J=1.8Hz), 6.40 
(1H, dd, J-8.7, 2.1 Hz), 6.88C1H, d, J=2.7Hz), 6.94(1H, dd, J-8.7. 2.7 Hz), 7.4 
3(1H, d, J=8.7Hz), 7.49(1H, d, J=8.4Hz), 10.35(1H, s) . 

LC/MS (ESI): m/z 469.0 (M+l). 

MMVH 6 

3_75;-2- (2-^nn-5-KKn^->7x^) - 7- ( 3 V >- 4 
_^;v^n^^-» -2, 5-ytKn-4H-t'7V < n [4, 3-c] ^^-4- 




11^3 3 tfsm*Eufoi*z mtmfc&mzntzo 

1 H-NMR (DMSO-de, 300 MHz) : «J1.90(2H, m). 2. 33-2. 40(4H, m). 2.43(2H, t, J=7. 2 H 
z), 3.56-3.60(4H, m) , 4.03(2H, t, J=6.3Hz), 6.28(2H, s) , 6.72(1H, dd, J=8. 7, 2. 
4 Hz), 6.79UH, d, J=2.4Hz), 6.90(1H, d, J=2.7Hz), 6. 93-6. 98(1H, m) , 7.45(1H, 
d, J=8.7Hz), 7.7K1H, d, J=8.7Hz), 10.58(1H, s) . 

LC/MS (ESI) : m/z 470. 0 (M+l) . 

mmm 4 7 

3_ T 5 7 _ 2 - (2-?nn-5-tFn + y7x^^) -7- ( 2 -^e^* V >- 4 
-2, 5-vti Kn-4 H-tf^yn [4, 3-c] ^/V>-4-t 




1 H-NMR (DMSO-de, 300 MHz) : 5 2. 54-2. 49 (4H, m) , 2.71(2H, t, J=5.7Hz), 3.59(4H, 
t J=4.2Hz), 4.10C2H. t, J=5.7Hz), 6.30(2H, s) , 6.74(1H, dd, J=8.7, 1.8 Hz), 6 
79 (1H, d, J=1.8Hz), 6.9K1H, d, J=2.4Hz), 6.96(1H, dd, J=8. 7, 2.4 Hz), 7.46(1 
H, d, J=8.7Hz), 7.72UH, d, J=8.7Hz), 10.14(1H, s), 10.59(1H, s). 

LC/MS (ESI) : m/z 456. 0 (M+l) . 

mxim 4 8 

3-7;;_ 2 - (5-t Kn^y-2-^f;V7x-;v) -7- ( 3 TU* V >- 4 
_^;V^n^y) -2, 5-^tFn-4H-tf7V*n [4, 3-c] *>"J>-4- 



ffiiE# 2005-3026188 



#12004-042491 



^-v : 70/ 




»3 3 hW^CJ: «Mlk^£#/io 

^-NMRCDMSO-de, 300 MHz) : 8 1. 84-1. 98(5H, m) , 2. 32-2. 47 (6H, m), 3.55-3.60(4H 
m) 4 02(2H t J=6. 3 Hz) , 6.08(2H, s) , 6. 70-6. 75 (2H, m) , 6.79(1H, d, J=2.4Hz), 
6'.85(1H, dd, J=8.4, 2.4 Hz), 7.21(1H, d, J=8.4Hz), 7.72(1H, d, J=8.4Hz), 9.67 
(1H, br), 10.60(1H, s). 
LC/MS (ESI): m/z 450.0 (M+l). 
[0 0 9 1 ] 

%HiSM 4 9 ^ „ , 

3- 7 5;-2 - (5-tFn^'>-2->f^7x-;V) -7- ( 2 -^;V* V ^- 4 

-^vxf^y) - 2, 5-ytFn-4H-H'7V*n [4, 3-c] *yj^-4-* 
13 1] 




^-NMRCDMSO-de, 300 MHz) : *1.97(3H. s), 2.46-2. 52(4H, m), 2.71(2H, t, J=5.7H 
z) 3 57-3.6K4H, m). 4.10(2H, t. J-5. 7 Hz) . 6.08(2H, br) , 6. 70-6. 77 (2H, a), 6.8 
OUH.'d, J=2.4Hz), 6.85(1H, d, J=2.4Hz), 7.2K1H. d, J=8.4Hz), 7.73(1H, d, J= 
8.7 Hz)', 9.66(1H, br) , 10.61(1H, s) . 

LC/MS (ESI) : m/z 436. 0 (M+l) . 

%Wft 5 0 

3 l T5y _ 2 _ (3 _ UW 7x^) -7- [3- (4-^JV-l-M7V 
-;v) yn#*V] -2, 5-ytFn-4H-f7/n [4, 3-c] *>m;>-4- 



1 3 2 ] 



HO 




3 _ 7 ?;-2- ( 2 -^nn-5-^ >^y7x-;V) - 7 - Kn v- 2 , 5- 
y t Kn-4 H-tT9Vn [4, 3-c] ^7'J>-4-t> (75mg) > 1- (3- 

mfE# 2005-3026188 



#fl 2 0 0 4 - 0 4 2 4 9 1 I 71/ 

^unyo^) - 4 - ^ tT^ 7 2> > 2 iSmSL ( 7 0 m g ) % V ? A (112 

mg) > 3>Mt#V7A (5mg) iSi^N, N-^fJV*iH75K (3ml) <7>m 

&m * 8 o °c -c 4 b# m l fc o k * «r an x. , ftSif ^ -cw m L o iffi « 

* ^7fc-C» t , $I7R«^ 7" * V * A T?E*M^ m% £ MffiT fc®* L fz o 7*ifl^S 
(5 3mg) DL-^ft-> ( 2 6 5 mg) * i^r/^H^ (3ml) * 

Un£, 9 0 °c-e«*# Lfco RSfl^£it*P^ 2 0 %7Xm<t^- 1 V * A jo i £>* 5 % 
Rm7Kit^ 1 'JS Attp H£^9 KfllffiU ft»xf^^BiL*. Wiffitfc 

4t v V # *7A^DYF^77^-i:i>) fflSt L , ^Mik^fy ( 1 3 m g ) fc#fco 
1 H-NMR(DMS0-d6, 300 MHz) : S 1. 86-1. 92(2H, m), 2.14(3H, s) , 2. 20-2. 50(10H, m) , 

4.0K2H, t, J=7.0Hz), 6.3K2H, br) , 6. 71-6. 83(3H, m) , 7. 05-7. 08(2H, m) , 7.31-7. 

36 (1H, m), 7.77C1H, d, J=8.4Hz), 9.86(1H, br), 10.63(1H, br) . 
LC/MS (ESI): m/z 449.1 (M+l). 

Mmm 51 . , 

3-757-2- (3-7?77x^;V) -2, 5 - v H Kn - 4 H - t 9 V n [4, 3 
-c] dry i J>-4-^"> 
[jbl3 3] 




H 



3 _ T5 y-2- (3--fn7x-JV) -2, 5 - v t F n - 4 H - H° -7 v*n [4, 
3 _ c ] ^yijy-4-t> (15 0mg) , 10%^*r/7A/« (5 0%*. 4 
Omg) , rf7tKn777 (1 0ml) isi^^-^ (30ml) 

(1 2 Omg) £#fc 0 

1 H-NMR(DMS0-de, 200 MHz) : £5.44(2H, br), 6.24(2H, br), 6. 60-6. 64(1H, m) , 6.74 
-6.78(1H, m), 6. 85-6. 87 (1H, m) , 7. 10-7. 28 (3H, m) , 7. 36-7. 43 (1H, m) , 7.89(lH, d, 
J=6.6 Hz), 10.76(1H, br) . 

LC/MS (ESI): m/z 292.1 (M+l). 

^Jfel^ll 5 2 

3> 7-^757-2-7x^^-2, 5 - V Kn - 4 H - If 9 v*n [4, 3 - c ] 
7'J>-4-t> 
l-ffc 1 3 4 ] 




H 

1 H-NMR(DMS0-d 6 , 200 MHz) : S5.49(2H, br), 6.27(2H, br), 6. 37-6. 41 (2H, m) , 7.37 

mtE# 2005-3026188 
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^-v: 72/ 



-7.44(lH, m), 7. 52-7. 68 (5H, m) , 10.44(1H, br) . 
LC/MS (ESI) : m/z 292. 2 (M+l) . 



[ 0 0 9 2 ] 




[4, 3-c] ^;r/-4-*> 




[4b 1 3 5 ] 



Me °-\ / 




N-N 




N 
H 



x H-NMR(DMS0-d6, 300 MHz) : S3.83(3H, s) , 5.50(2H, br) , 6.29(2H, br) , 6.37-6.40 
(2H, m), 6.94-6.98(lH, m). 7. 17-7. 23 (2H, m) . 7. 41-7. 46 (1H, m) . 7.53(1H, d, J=9. 0 
Hz), 10.43UH, br). 

LC/MS (ESI) : m/z 322. 1 (M+l) . 

nmm 54 . ^ o 

2 _ (3 h ^y7i-;v) -7- (3 -^^'J > - ^7n*^f y) -2, 5 

-ytKn-4H-^9 , /n [4, 3-c] * J') > - 4 - * y^BM 
[it 1 3 6 ] 



1 H-NMR(DMSO-d 5 , 300 MHz) : 8 2. 10-2. 30 (2H, m), 3. 00-4. 20(15H, a), 6. 85-6. 92(2H, 

m), 6.97-7.0K1H, m) , 7. 44-7. 49 (1H, m) , 7. 64-7. 67 (2H, m), 8.03(1H, d, J=8.7Hz) 

, 9.36UH, s), 10.84(1H, br) , 11.17(1H, br) . 

5 5 , „ 

3> 7 _ i ; 75 ;_ 2 - (2-^nn-5-^h*v7x^) - 2, 5-v>fcKn-4 

H-t"7V^ [4, 3-c] *yj'/-4-t> 
[lb 1 3 7 ] 






N-N 



fflSE# 2005-3026188 
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: 73/ 



Kn _4H-ti7V*n [4, 3-c] (0. 5 0g) , 9 0%M* 

;vy^ (0. 4 0 g) (1. 0 g) *5*tf9 0%^^/-^ (30ml) Oft A 

% * 3 mmMMmk, 9 o %mw^ ->fA ( o . iog) & * ^Tct ( o . 2 7 g 

Lt«^ (0. 3 0 g) «r#^o 
1 H-NMR (DMS0-d6 , 300 MHz) : <?3.82(3H, s), 5.44(2H, s), 6.19(2H, s) , 6.35-6.40(2 
H, m), 7.10-7.16C2H, m), 7.47(1H, d, J=8.7Hz), 7. 53-7. 58 (1H, m) , 10.37UH. s) . 
LC/MS (ESI): m/z 356.0 (M+l) . 
**fefll 5 6 

3- 7 ;y-2- [3- (tFn + ^f^) 7^~;V] -2, 5 - v n K n - 4 H - H 
[4, 3-c] ^yj>-4-^>' 
[ft 1 3 8 ] 



HO 




3 _ (3 _ T 5 j - 4 -^drV- 4 , 5 - V Kn - 2 H - tT 9 7n [4, 3-c] * 
j ^ _ 2 - >f ;v) ^JftsgflM f"^ ( 8 0 m g ) , TKfHfc 'Jf^AT^^^A (12m 
g) jo «t XfT V 9 Kn -7 v > (5ml) OtR'fr'»Sr»T? 3 B#H«M$Lfco RJc?il^* 

5/ a > J: lj 7>j§t L/co «H ^l!ft7jc»7 7% «J±T L 

V7*nif;i/x-f;v«f> eft^ut^i^S^* (60mg) £#fco 
1 H-NMR (DMSO-de, 200 MHz) : *4.61(2H, d, J=5.7Hz), 5.33(1H, t, J=5.7Hz), 6.39 

(2H, br), 7.10-7.18C1H, m), 7.27(1H, d, J=7.0Hz), 7. 36-7.44(2H, m), 7.51-7.54(2 

H, m), 7.62(1H, s), 7.9l(lH, d, J=6.8, Hz), 10.77(1H, br) . 
LC/MS (ESI) : m/z 307. 0 (M+l) . 
[0 0 9 3 ] 

2 - ( 3 -^Jry7x^;V) -2, 5-^tFD-4H-t7/n [4, 3-c] ^7 
v y—A—^y 

mi 3 9i 



MeO 




N' 
H 

!_ (3-^^v7x^V) -3- (2-^hD7x-;V) - lH-t"7/-^-4 
-7j;V#>m ( 5 0 0mg) , 1 0%^7~/^A/» (5 0%7jC, 5 0mg) , t \ 
5KKn7?> (30ml) is «£ ^ y — ;V (50ml) Ofl^^7jc^#H^T^ £ 

miE# 2005-3026188 
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^-v! 74/ 



, H#£«U S^m^^^-e^t^ l3*»ffrfrW ( 3 5 3 mg) £ 

' 1 H-NMR (DMS0-d6 , 300 MHz): <S3.89(3H, s) , 7. 00-7. 03 (1H, m), 7. 23-7. 28(1H, m) , 7 
.38(1H, d, J=7.2Hz), 7. 47-7. 52(2H, m). 7. 68-7. 71 (2H, m), 8.14(1H, dd, J=7.8, 1. 
5 Hz),'9.42(lH, s). 11.24(1H, br) . 
LC/MS (ESI): m/z 292.1 (M+l). 



7>/n [4, 3-c] ;3 r/V>'-4-^-> 
1 4 0 ] 



!_ (2-^nn-5-^^7z^) -3- (2, 4-y-f07i-^) -1 
H -fci°7y*-;V- 4 -#;Vtff>m (3. 2 0 g) . 9 0%M*^'>^A (2 0 0 mg) 
is J: 9 0 J -fr (150ml) ^90ri:tlO MinSk ( 5 . 1 2 g 

) fcinix., 9 0°C^T4BfF H m#Lfco RJBtR^W*^^ *7^b^lLtiIU 

1 H-NMR (DMSO-de, 300 MHz): S3.84(3H, s) , 5.62(2H, br) , 6. 46-6. 48(2H, m) , 7.16( 
1H. dd, J=9.0, 1.7 Hz), 7.32UH, d, J=1.7Hz), 7.62(1H, dd, J=9.0, 1.3 Hz), 7.68 
(1H, d, J=8.4 Hz), 8.77UH, d, J=1.3Hz), 10.92(1H, s) . 

LC/MS (ESI) : m/z 341.1 (M+l). 

3_ 7 ?;_ 7 _ j [3 - (4 1 - H^5 9- ;V) T^S\ -2- 

yjL -n/-2, 5-ytFn-4H-t"5/n [4, 3-c] ^;'J>-4-ty 



l-^f-;ve^7v> (8 6^1). 1, 8-y7fe->^n [5. 4. 0] 
_ 7 (o 8 a 1 ) > T F7t Fn77> (6ml) CDM£-t»£- 2 O'CfcJWL 

7 ^oW>"(51 7^1) *JDX, - 2 0W^- 1 OtCT 10#^«L?So R 
&?I^%K3, 7-^7^-2-7x^-2, 5-ytKo-4H-t"7/n [4, 
3 _ c ] ^y,; V _ 4 _^> (lOOmg) ^OiOtfC3 0Mfft> M»7-feh* 
^^^tf'JW (2 6 8 mg) fciniU ^ia-C3^lffl*^Lfco RJSfi-frWfc 




H 



Mb i 4 i ] 




{±}f!E# 2005-3026188 



# m 2004-042491 



s<-Z? : 75/ 



^$t7 5 y 7" n t° iHh § v V * ^ ^ * i ^ T , A7A^ovh^77^-i:± 0 » 
fc„ H#^?MXLT^^^->^^#-^ ^ fc* «9Mft^ (4 5mg) 

"~°H-NMR(DMS0-d 8 , 300 MHz): 5 1. 65-1. 74(2H, m), 2.14(3H, s), 2. 15-2. 50(10H, m) , 
2.99-3.05(2H, m) , 6.09(1H, t, J=5.7Hz), 6.26(2H, s) , 6.34(1H. s) , 6.40(1H, d, J 
=8.4 Hz), 7. 36-7. 41 (1H, m) , 7. 50-7. 65 (5H, m) , 10.39(1H, br) . 
LC/MS (ESI): m/z 432.2 (M+l). 

mm 6 0 . _ 

3_75y-2 - (3-^ h^y7x-;V) -7- I [3- ( 4 - * 1 ~ v 

7*nH-;V] 757| -2, 5 - v K u - 4 H - tf 9 Vn [4, 3-c] 
- 4 -:t > 




1 H-NMR (DMS0-d6 , 300 MHz) : B 1. 66-1. 75(2H, m) , 2.15C3H, s), 2. 15-2. 60(10H, m) , 
3 00-3.05(2H, m), 3.83(3H, s). 6.10(1H, t, J=5.1Hz), 6. 29-6. 42(4H, m) , 6.97(1H, 
d, J=7.5Hz), 7. 17-7. 22 (2H, m) , 7. 41-7. 46 (1H, m), 7.56UH, d, J=8.7Hz), 10.40( 

1H, br). 
LC/MS (ESI): m/z 462.2 (M+l). 
[0 0 9 4] 

mmm 6 1 „ ^ , , ^ 

3 _ 75 y_2- (3 -fc Kn^v7x-JV) -7- I [3- 

7"nt';k] 757| -2, 5 - v t Kn - 4 H - fcf 9 7n [4, 3-c] * 

[ft 1 4 3 ] 




HM#!]5 9 fcWIfll^Rf&t* J: «5*eft^*#^o 

1 H-NMR (DMSO-de, 300 MHz) : 8 1. 37-1. 41 (2H, m) . 1. 66-1. 80(4H, m), 1. 90-2. 05(2H, 
m) 2 35(2H, t, J=7.0Hz), 2. 65-2. 75(2H, m) . 3. 00-3. 05(2H, m) , 3.43(1H, br), 4.5 
3-4 54 (1H, m), 6.12(1H, t. J=5.1Hz), 6.22(2H, br) , 6.35(1H, s) , 6.42(1H, d, J=8 
.4 Hz), 6.79UH. d, J=7.2Hz), 7. 07-7. 08 (2H, m) , 7. 30-7. 36 (1H, m) , 7.56(1H, d, J 
=9.0 Hz), 9.82UH, br) , 10. 41 (lH.br). 

LC/MS (ESI): m/z 449.2 (M+l). 

2005-3026188 



mm 2004-042491 ^-v: 76/ 

mmm e 2 

3-757-2- (3 - Kn^v'7i-^) -7- I [3- ( 4 - 'J =-JU) ~fu 

- 2, 5-ytFn-4H-t'7V'n [4, 3-c] ^•y'J>-4-^->' 

[ftl4 4] 




1 H-NMR (DMSO-ds , 300 MHz) : 8 1. 68-1. 77(2H, m), 2. 25-2. 45 (6H, m) , 3. 01-3. 09 (2H, 
m), 3.59(4H, br) , 6.10(1H, br) , 6.24(2H, br), 6.37(1H, s), 6.44(1H, d, J=8.7Hz) 
, 6.80(1H, d, J=8.4Hz), 7. 07-7. 08 (2H, m). 7. 31-7. 36 (1H, m) , 7.57(1H, d, J=8.4H 
z), 9.83(1H, br), 10.42QH, br) . 

LC/MS (ESI): m/z 435.2 (M+l). 

mMM 6 3 

(2-^no-5-n^->7x-)l') -7- [ ( 3 V > - 4 
-^jV7'oli;i/) 75/] -2, 5-ytFn-4H-li77n [4, 3-c] ^7')> 
- 4 > 

[lb 1 4 5 ] 




^-NMRCCDCls, 300 MHz): 8 1. 79-1. 89(2H, m), 2. 45-2. 57 (6H, m). 3. 21-3. 29 (2H, m) 
3. 72-3. 79 (4H, m) , 3.84(3H ( s) , 5.09(2H, s). 6.14(1H, d, J=2.1Hz), 6.46(1H, dd 
, J=8.6, 2.1Hz), 7.02(1H, dd, J=9.0, 3.0 Hz), 7.10(1H, d, J=3.0Hz), 7.46(1H, d 
J=9.0Hz), 7.73C1H, s) , 7.87(1H, d, J=8.6Hz). 
LC/MS (ESI) : m/z 483. 1 (M+l) . 
6 4 

3 _T5y-7- [tr* (3 -^v* 1 ; y- 4 ->f ^"/n 75;] - 2- (2-* 

nn _ 5 _^^V7x-A') -2, 5-ytFn-4H-tf7V*n [4, 3-c] 

•j y - 4 - sj- y 



tB®E# 2005-3026188 



#11 2004-042491 



^-v : 77/ 



lit 1 4 6 ] 



MeO 




\ / 



•CI 



N-N 



u>. 

1 H-NMR(CDCl3 , 300 MHz): * 1. 73-1. 87(4H, m). 2.37(4H, t. J=6. 9 Hz , 2. 41-2. 48 8 
H m) 3.4K4H. t, J=6.9Hz), 3. 70-3. 76(8H, m) . 3.84(3H, s), 5.09(2H, s) 6.23(1 
H d J=2.1Hz), 6.65(1H, dd. J-8.9. 2.1Hz), 7.02(1H, dd, J-9.0. 3.0 Hz) 7.10C 
1H, d, J=3.0Hz), 7.46(1H, d. J=9.0Hz), 7.8K1H. s), 7.88(1H, d, J=8.9Hz). 

LC/MS (ESI): m/z 610.1 (M+l). 
[0 0 9 5] 

2 ii (2-'no-5-^^>7x^) -7- [ ( 3 U > - 4 - >f K° 
;v) T5 y] _2, 5-/tKn-4H-f77n [4, 3-c] ^V>-4-*/ 

Hkl4 7) 



MeO 




^-NffidJMSO-da. 300 MHz): * 1.69-1. 99 (ZH. m). 2.30-2.49(6H, m) . 3.04-3 10(2H 
m), 3.57-3.60(4H, m) , 3.83(3H, s). 6.20(1H. t. J=5.3Hz), 6.44 1H, d> J-2.1fe. 
6.50C1H dd, J=8.6, 2.1Hz), 7.15(1H, dd, J-9.0. 3.0 Hz), 7 31 (1H d J=3. 0 Hz) , 
7.61 (1H, d, J=9.0Hz), 7.69 (1H, d, J=8. 6 Hz) , 8.76(1H, s) , 10.87(1H, br) . 

LC/MS (ESI): m/z 468.1 (M+l). 

3 _ T 5 y-7- | [2 - (4 f-;V- 1 - tf^9 v~^) J-f-^J 7 * >M -2-7 
^-;v-2, 5-vtFn-4H-H°7V'n [4, 3-c] ^y;>-4-^^ 
Mil 14 8] 




3 7 _y 7 u-2-7x-^-2, 5-'^ Kn-4H-tf7^/n [4, 3-c] 
3f.;\)y-4-*> (1 5 Omg) , 4 0 96* * n 7-fe h 7^7^ F (151//1) , ^ 

ffilE# 2005-3026188 



#IS 2004-042491 



78/ 



^a7--y-7*^4A, SK6 0//1) fccfctfN, N-v^f )V*M7J^t F 
(3ml) «tl^Stl»Wt^t, H; 7* V** 
(2 1 8mg) *j]0x., M-C6^IW«#L^o K 4 0%^P7*b7^f 

UK (75. 1 ) £ itf> V T-fe h*~>7R3frffc***?- HJ * A (2 1 8mg) SritlxM 

y > (2 5 7// 1 ) is X. Vt h 9 Kn 7 7 > (5ml) fciDx^ Mr^tr 3 Hfl, 7 0 C 

^3mmmwLtzo i-^*t:^7v> (1028^1) *irax.^^ 7-^ tKn7 

7>mLoo9 0W4HKi#^o Rf&S#»t**inx., ^»**i«tfco 

V fu t±;v^-x 9£*i"* £ ^ K * mmit^ ( 2 9 m g ) *»fco 

1 H-NMR(DMS0-d6 , 200 MHz) : <S2.16(3H, s), 2. 25-2. 55(10H, m), 3. 07-3. 18 (2H, m) 

5.88(1H, br), 6.28(2H, br) , 6.38(1H, s) , 6.44(1H, d, J=8.4Hz), 7. 36-7. 44 (1H, m) 

, 7. 51-7. 68 (5H, m), 10.42(1H. br) . 
LC/MS (ESI): m/z 418.3 (M+l) . 



3-t"*S-2- (3-tFn*y7x-;V) -7- { [2- (4-^^^-l-^7 
T57| -2, 5 - V K n - 4 H - \£ 7 7n [4, 3-c] ^r/U^ 

- 4 



[ft!4 9] 



HO 




N N" 
H H 



|^^NCH 3 



HifeM 6 6 t mW-^KBK «fc t) ftlM^f^c 
1 H-NMR(DMS0-d 6> 300 MHz) : S2.16(3H, s) , 2. 20-2. 53(10H, m) , 3. 10-3. 16 (2H, m) , 
5 88 (1H, t, J=5.4Hz), 6.23(2H, br) , 6.38(1H, d, J=1.9Hz), 6.45(1H, dd, J=8.6, 
1.9 Hz), 6.78-6.8K1H, m) , 7. 01-7. 08(2H, m) , 7. 30-7. 35 (1H, m) , 7.57(1H, d, J=8.6 
Hz), 9.85(1H, br), 10.42(1H, br). 
LC/MS (ESI): m/z 434.2 (M+l). 

mMm 6 8 . _ , _ A 

3 _ 75 y_ 7 _ liF D^y-2-7x^;V-2 l 5 - V K U - 4 H - 7 V n [4, 
3-c] ^r7'J>-4-t7 
[ftl 5 0] 




OH 



0te?WU3, 7-^7^-2-7x^-2, E >-v K Kn - 4H - 
[ 4f 3_ c ] if7 r/ _4-t> (1 0 Omg) , (0. 7ml) * i £>7jt (4 

2005-3026188 



#SI 2004-042491 



^-v: 79/ 



m 1 ) <nm&m^mmi- A ( 4 6 m g) (1ml) iiltiTLito 0t(: 

T 3 OfrWkW'ik, 9 0 Ml B#IBJ*#U g©T-«»b^o R)£rl^tU~ 5 %RM7X 

Hi- 1 v A^JnxT^^PL-c, SiifA', ^^y-;v^*nx.. ^v#%*»,sul. It 

ILt^lM (1 8mg) *&ft 0 

1 H-NMR (DMS0-d6 , 300 MHz) : <56.32(2H, br) , 6.57(1H. dd, J=8.6, 2.2 Hz), 6.67C1H 
d, J=2.2Hz), 7.39-7.44(lH, m), 7. 52-7. 58(2H, m), 7. 63-7. 70(3H, m), 9.80(1H. s 

), 10.59(1H, br). 
LC/MS (ESI): m/z 293.1 (M+l). 



-t°7 7*n [4, 3-c] ^^'J>-4-t> 

[lb 1 5 1 ] 



mm 6 8 iw&ksk * 0 mmft&mzmzo 

1 H-NMR (DMSO-de, 300 MHz) : S3.83(3H, s) , 6.35(2H, br) , 6.57(1H, dd, J=8.6, 2.5 
Hz), 6.67UH, d, J=2.5Hz), 6. 97-7. 00(1H, m), 7. 17-7. 23 (2H, m) , 7. 42-7. 48 (1H, m 
), 7.68(1H, d, J=8.6Hz), 9.80(1H, s) , 10.59(1H. br) . 
LC/MS (ESI): m/z 323.0 (M+l). 

*Mf0 7O ^ o n . 

3 _ T5 y_2- (2 nn- 5 1 ^7^-^) -7-tKn^y-2, 5-v 
Kn- 4 H- t!5y*n [4, 3-c] ^7 i ;>'-4-^> / 
[It 1 5 2 ] 



1 H-NMR (DMS0-d6 , 300 MHz) : S3.82(3H, s) , 6.29(2H, s), 6.56(1H, dd, J=8.4, 2.1 

Hz), 6.67UH, d, J=1.8Hz), 7. 11-7. 18 (2H, m) , 7.58(1H, d, J=8. 1 Hz) , 7.63(1H, d, 
J=8.4 Hz), 9.79(1H, s), 10.55(1H, s) . 
LC/MS (ESI) : m/z 357. 0 (M+l) . 

mmmi 1 

2 _ ( 2 -^nn-5-^Ky7x-iV) - 7 -fc Kn*~>- 2 , 5-vfcKn-4H 
[4, 3-c] ^y;>-4-^> 



[0 0 9 6] 

mmm e 9 





ffiiE# 2005-3026188 



mm 2004-042491 



^-v: 80/ 



Htl 5 3] 



MeO 




mm 6 8 tmm.%KiBfc£ ^i^i^fto 

^-NMRCDMSO-de, 300 MHz) : S3.84(3H, s) , 6.66(1H, dd, J=8.4, 2.3 Hz), 6.77(1H, 
d, J=2.3Hz), 7.16(1H, dd, J=8.9, 2.9 Hz), 7.33(1H, d, J=2.9Hz), 7.62(1H, d, J 
=8.9 Hz), 7.84(1H, d, J=8.4Hz), 8.84(1H, s) , 9.94(1H, s), 11.08(1H, br) . 
LC/MS (ESI): m/z 342.0 (M+l). 

mmm 72 . _ ^ 

3 - (3-75;-4-t^V-4, 5-vtFo-2H-t7Vn [4, 3-c 
] J 'I y - 2 — 4 )V) -4-?nn7x^jV 
[ftl 5 4] 




(2 -^tttt 



5-tFn^v7x^;i') -2, 5-vt: Fn-4H 

> i; Jif-;VT ^ > (31// 
7ml) <Dm&®l*MWe 



3 -T5 7 - 2 

-}£yy'u [4, 3-c] ^yj>-4-t>' (6 5mg) 
1 ) „ m<bT-fe^;V (15^1) isi ^ n n ^ > (1 

1 2 b# r*i» l ^ o su&m^m * tK k a r > ^ * -c w m l £ „ » m * a^tK-c^ 

^^^^Snx-^/fm L/clf^llLTtli^il (5 2mg) £t#/c 0 

^-NMRCDMSO-de, 300 MHz) : S2.30(3H, s), 6.49(2H, s) , 7. 08-7. 14(1H, m) , 7.24-7 

.28(1H, m), 7. 35-7. 42 (2H, m) , 7.49(1H, d, J=2.7Hz), 7.74(1H, d, J=8.7Hz), 7.82 

-7.85(1H, m), 10.73(1H, s) . 
LC/MS (ESI): m/z 369.0 (M+l). 
[0 0 9 7] 

nmm 73 . ^ 

N _ (3_ 75 ;_4_t^v-2-7x^JV-4, 5 - v Kn - 2 H - 7 V n [4 
3-c] yzs-j-jfl,) - 2- ( 4 - * f-fr- 1 - v-^V) T-t F T ^ K 

Mb 1 5 5 ] 




O r NCH 3 



H H 

3, 7-y7?;-2-7i-JV-2, 5 - v H Fo - 4 H - fcf? Vn [4, 3-c] 
*>"J>-4-*> (1 0 Omg) , ^b^nnftm (2 8. 6^1) , Fij^f-;VT5 

ffifiE# 2005-3026188 



#11 2004-042491 



^-v: 81/ 



y ( 7 1 7 « 1 ) £ «£ tfx >7t KP77> (6ml) cor^^^S^-e 0 . 5 
^ Lf ,||.' x _y-^;Vt£^ VV (76. 1^1) fcSn&fco £Sn?0. 5i|«L^ 

W(64mg) ^Ito 

^-NMRCDMSO-de, 300 MHz) : <?2.17(3H, s), 2.38(4H, br), 2.53(4H, br) , 3.13C2H, 
s) 6.37(2H, br), 7.32(1H, dd, J=8.6, 1.9 Hz), 7. 41-7. 46 (1H, m) , 7. 53-7. 59 (2H, m 
), 7.64-7.7K3H, a), 7.8l(lH, d, J=8.4Hz), 9.86(1H, br) , 10.77(1H, br) . 

LC/MS (ESI): m/z 432.2 (M+l) . 

7 4 „ _ . _ A 

N _ (3-75;-4-t*V-2-7x-JV-4, 5 - V t Kn - 2 H - "7 V n [4 
3 _ c ] ^;,j>-7-^v) -3- (4 -^;V- 1 -^9^-^) 7*n/r/7 5 



[ftl5 6] 




H k^NCH 3 



3 7 _^ T 5 y _ 2 -7x^-2, 5 - v t: Kn - 4 H - \£ 7 Vn [ 4 , 3-c] 
y- (1 0 Omg) , VLfoT ? V (2 9. 3^1), HJxf;V75 
> (71 7 fi 1 ) £ J: XfT y 7 t Kn 7 9 > (6ml) (Dfe^® *0VX~0. 5 H#H» 

0 6ml) KSlXTN, N-^fWA75K (3ml) ^rinx,_ 8 0 °C«^» 
L7c#u «ETi:gIlfco ^cWxfjv-yWy7Dt'jvi-TJV*Dni-cfffiL 

m (8 3mg) £#fco 

^-NMfUDMSO-de, 300 MHz) : S2.14(3H, s) . 2.30(4H, br) , 2.4l(4H, br) , 2.44-2.50 
(2H, m), 2.6K2H, t. J=6.9Hz), 6.36(2H, br) , 7.3l(lH, dd, J=8.5, 1.9 Hz), 7.40- 
7.45(1H, m), 7.53-7.58(2H, m), 7. 62-7. 67 (3H, m). 7.79(1H, d, J=8.5Hz), 10.27(1H 
, br), 10.79(1H, br). 

LC/MS (ESI) : m/z 446. 3 (M+l) . 

7 5 or 

N _ (3 . 75> ,_4- W _2-7x-)l/-4 1 5-ytKn-2H-t7/n [4 
3 _ c ] ^ yi ;>_7_^;v) _2- (4 -^;v- 1 -^9^-JV) 3-9 

^7 5 K 

[ft 1 5 7 ] 




NCH 3 



ffitE# 2005-3026188 



#11 2004-042491 



^-v: 82/ 



3> 7_y75;-2-7x-fl'-2 I 5 - KO - 4 H - fcf 9 7n [4, 3-c] 
^yi;>-4-*> (150mg), 2-^noir^^*^°'J K (6 1. 8 /z 
1 ) , v-f V7"d t°;V-^^;VT 5 > (10 8^1) £ J: OV h 7 \l Vu y v > (5ml) 

<7>m4tmt:&M.to. 5v%mmwLtz'&, (571^1) &xm* 

n-7h^?7-f-t»«U, JtSft^t/ (2 5mg) 4r#^o 

^-NMRtDMSO-de, 300 MHz) : S2.19(3H, s), 2.37(2H, br) , 3. 17-3. 20(4H, m), 3.28- 
3.33C4H, m), 3. 42-3. 47 (2H, m), 6. 16-6. 19 (1H, m), 6.29(2H, br) , 6. 42-6. 45 (2H, m) , 
7. 38-7. 43 (1H, m) , 7. 52-7. 66 (5H, m) , 10.46(1H, br) . 

LC/MS (ESI): m/z 482.3 (M+l). 



2 - (3_^^y7x^;V) - 7- (2 — ^V^D y— 4 — >f h ^v) -2, 5- 
ytFn-4H-H'7V*n [4, 3-c] ^7 i ;>-4-^> 



3-757-2- (3-^^v7x^) - 7 - n Kn ^~>- 2 , 5-v^Fn-4 
H-fv/n [4, 3-c] *>"J>-4-*> ( 1 5 0 m g ) , 4- (2-?nnxf 
;v) >«f (1 0 9mg) , £»2M; *A (1 6 3mg) „ 3*Mb* V ?A ( 

5mg) iSi^N, N-y^WW7 5K (5ml) 8 0 3 f$W*# 

TK^mv ^ * v 9 A "CfcflMfc, »ft S: «£T i:§*U:o»->'J^>*7A^n-7 
h^77^CJ;»)iSU 77^y3>«^Mxf)^lWifco flftBLfcH 
# * itflX. L T , TiSfciiM&E*1 _ * - £ J: *9 icSft^ ( 7 3 m g ) *%tz 0 

1 H-NMR (DMS0-d6 , 300 MHz) : 8 2. 47-2. 50(4H, m) , 2.71(2H, t, J=5.5Hz), 3.59(4H, 
t J=4 4Hz), 3.84(3H, s) , 4.10(2H, t, J=5.5Hz), 6.39(2H, br) , 6. 76-6. 80(2H, m) 
,'6.99-7.02(lH, m), 7. 20-7. 24 (2H, m) , 7. 44-7. 49 (1H, m) , 7.79(1H, d, J=8.4Hz), 1 
0.65UH, br). 

LC/MS (ESI) : m/z 436. 2 (M+l) . 
[0 0 9 8] 
%Wft 7 7 

3_75;-2- (2-^nn-5-> h^v7x-;V) -7- ( 2 U >- 4 - 
^)VxK'» -2, 5-ytfn-4H-t"7/n [4, 3-c] ^yj>-4-t> 



MM 7 6 



[ft 1 5 8 ] 



MeO 




H 



lit 1 5 9 ] 




ffiSE# 2005-3026188 



mi 2004-042491 



^-v: 83/ 



1 H-NMR (DMSO-de, 300 MHz): 8 2. 45-2. 50(4H, m), 2.72(2H, t, J=5.7Hz), 3.56-3.62 
(4H m) 3.82(3H, s), 4.10(2H, t, J=5.7Hz), 6.32(2H, s) , 6.73(1H, dd, J=8. 7, 2. 
4 Hz), 6.79(1H, d, J=2.4Hz), 7. 12-7. 18 (2H, m), 7.57(1H, d, J=8.7Hz), 7.73(1H, 
d, J=8.7 Hz), 10.59(1H, s) . 

LC/MS (ESI) : m/z 470. 0 (M+l) . 



3_V;;-2- (2-^nn-5-^^y7x^V) -7- (3-^V*V>-4- 
/f^/^n^i/) -2, 5-vt: Kn-4H-tf9V""n [4, 3-c] 



1 H-NMR (DMS0-d6 , 300 MHz) : S 1. 75-2. 00(2H, m), 2. 30-2. 46(6H, m) , 3. 53-3. 60(4H, 
m) 3.82(3H, s), 4.03(2H, t, J=6.6Hz), 6.33(2H, s) , 6.72(1H. dd, J=8. 7, 2.4 Hz) 
, 6.79UH, d, J=2.4Hz), 7. 13-7. 20(2H, m) , 7.58(1H, d, J=8. 7 Hz) , 7.72(1H, d, J= 
8.7 Hz), 10.59UH, s) . 

LC/MS (ESI) : m/z 484. 1 (M+l) . 

mm 7 9 ^ „ , A 

3 _ T5 y_2- (5-^Kv-2-^fiV7x^;V) -7- ( 2 ■— t/Hfr V ✓ - 4 - 
^vx^y) -2, 5-ytFn-4H-n'77a [4, 3-c] ^7'J>-4-t> 
[it 1 6 1 ] 



1 H-NMR (DMSO-de, 300 MHz) : *2.01(3H, s), 2. 46-2. 54(4H, m) , 2.71(2H, t, J=5.7H 
z) 3 54-3.60(4H, m) , 3.78(3H, s) , 4.10(2H, t, J=5.7Hz), 6.13(2H, s) , 6.75(1H, 
dd' J=8 7 2.4 Hz), 6.80UH, d, J=2.4Hz), 6.94(1H, d, J=2.7Hz), 7.03(1H, dd, J 
=8*. 7, 2.7 Hz), 7.33(1H, d, J=8.7Hz), 7.73(1H, d, J=8.7Hz), 10.6l(lH, s) . 
LC/MS (ESI) : m/z 450. 0 (M+l) . 
HJfetfO 8 0 

3_ 7 V-2 - (5-^Ky-2-^f^7x^;V) -7- ( 3 U V- 4 - 
/^T^n^^y) -2, 5-ytFn-4H-H'?yn [4, 3-c] ^/'Jy-4-t 



[ftl6 0] 





fflIE# 2005-3026188 



#11 2004-042491 



^-v : 84/ 



lit 1 6 2 ] 

MeO— $ \—Me 




mmm7 6 fcra»&Ri&KJ: t)mmit&m*&tz 0 

1 H-NMR (DMS0-d6 , 300 MHz) : S 1. 85-1. 95(2H, m), 2.0K3H, s) , 2. 33-2. 47 (6H, m), 3 
55-3 61 (4H, m), 3.78(3H, s) , 4.02(2H, t, J=6.3Hz), 6.13(2H, s) , 6.72(1H, dd, J 
=8 7 2 4 Hz), 6.79C1H, d, J=2.4 Hz), 6.94(1H, d, J=2.7 Hz), 7.03(1H, dd, J=8.7, 
2. 7* Hz), 7.33UH, d, J=8.7Hz), 7.73(1H, d, J=8.7Hz), 10.61(1H, s) . 
LC/MS (ESI): m/z 464.1 (M+l). 
[0 0 9 9] 

8 1 , „ , 0 ^ 

3 _ 75 y_ 8 -^f^y-2 - (5-^h*'>-2-^^7x-^) -7- (2-^ 

;^'J>-4-fJVi^^) - 2, 5-ytKn-4H-li5'/a [4, 3-c] 

V > - 4 — ^" >" 



MeO 




1 H-NMR (DMSO-de, 300 MHz) : S1.99(3H, s), 2.48(4H, br), 2.71(2H, t, J=6.0Hz), 
3 55-3.58C4H, m) , 3.75(3H, s) , 3.76(3H, s) , 4.05(2H, t, J=6. 0 Hz) , 6.08(2H, br) , 
6.86(1H, s), 6.93(1H, d, J=2.5Hz), 7.02QH, dd, J=8.6, 2.5 Hz), 7.26(1H, s) , 7 
.31(1H, d, J=8.6Hz), 10.46(1H, br). 

LC/MS (ESI) : m/z 480. 1 (M+l) . 

mmm s 2 

3 _ 75 y_ 8 -^^->-2- (5->b*'>-2->Wx^) -7- (3-^ 
fl/*'r/-4-f^n#^5/) -2, 5-ytKD-4H-tf7Vn [4, 3-c] 
yj>-4-i^ 



Htl6 4] 



MeO 




1 H-NMR (DMSO-de, 300 MHz) : * 1.99-2. 03 (2H, m), 2.11(3H, s), 2. 46-2. 60(6H, m), 
3. 60-3. 75 (4H, m), 3.87(6H, s) , 4. 00-4. 20 (2H, m) , 6.21(2H, br) , 6.97(1H, s) , 7.04 
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(1H. s), 7.13UH, d, J=8.4Hz), 7.38(1H, s) , 7.43(1H, d, J=8.4Hz), 10.57(1H, br 



LC/MS (ESI) : m/z 494. 1 (11+1) 
8 3 



3-7^;-8-/^->-2 - (5->h^>-2-^fA'7x^) -7- [ (1- 

^f;V^'jy>-4-^v) ^Kv] -2, F n — 4 H — 9 V*n [4, 3 

-c] dp-yy>-4-*> 

[ftl6 5] 



MeO 




.NMe 

^-NMRCDMSO-de, 300 MHz) : 5 1. 38-1. 50(1H, m), 1. 70-2. 00(4H, m) , 2.00(3H, s) . 2 
05-2. 30 (5H, m), 2. 35-2. 45 (1H, m) , 2. 60-2. 70 (1H, m), 3.77(3H, s) . 3.78(3H, s), 3 
92-3. 97 (2H, m) , 6.09(2H, br) , 6.86(1H. s), 6.96(1H, d, J=2.5Hz), 7.03(1H, dd, 
J=8.5, 2.5 Hz), 7.26QH, s) , 7.32(1H. d, J=8.5Hz), 10.45(1H, br) . 

LC/MS (ESI) : m/z 478. 2 (M+l) . 

mmm 8 4 

3 _ T ^y_2 - (2-^nn-5-^ f^fv7x-JV) - 8— ^ h ^F- v — 7 — ( 3 — •=& 
iV(t , jy _ 4 _^^n^y) -2, 5 — v t Fn - 4 H-tf9Vn [4, 3-c] 

[ftl6 6] 
MeO—V \-C\ 




^-NMRCDMSO-de, 300 MHz) : * 1.86-1. 97 (2H, m) , 2.37(4H, br) , 2.43(2H, t, J=7. 1 
Hz), 3.56-3.59(4H, m), 3.77(3H, s) , 3.82(3H, s) , 4.00(2H, t, J=6. 3 Hz) , 6.32(2H, 
br), 6.86C1H, s), 7.15(1H, dd, J=8.6, 2.8 Hz), 7.19(1H, d, J=2.8Hz), 7.26(1H, 
s), 7.57UH, d, J=8.6Hz), 10.46(1H, br) . 
LC/MS (ESI) : m/z 514. 1 (M+l) . 
[0 10 0] 

MMm 8 5 , , , _ , , 

3_ T5 y_ 2 - (2-^nn-5-^f^->7x^V) -7 - [3- (y^fJVT^ 
) 7n#*~>] -8-^^>"2, 5-ytFn-4H-t'7/n [4, 3-c] *y 
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[ftl6 7] 



MeO 




N-N 




N 
H 



mmm 1 6 1 mmftfrfc^ x *) mm4k&m*ntz 0 

1 H-NMR (DMSO-cta , 300 MHz) : $ 1. 84-1. 96 (2H, m) , 2.15(6H, s) , 2.37(2H, t, J=6. 7 H 
z), 3.78(3H, s), 3.82(3H, s) , 3.99(2H, t, J=6.3Hz), 6.32(2H, br) , 6.87(1H, s) . 
7.15-7. 19 (2H. m), 7.26(1H, s), 7.59(lH, d, J=8.7Hz), 10.46(1H, br) . 

LC/MS (ESI): m/z 472.1 (M+l). 

mmm s e 

2 - (2-^nn-5-n^->7x-;V) -7- ( 2 >J > - 4 - 4 1 3r v 
) _ 2 , Kn — 4 H — tf 9 7n [4, 3-c] *S V 4 

[ftl6 8] 



1 H-NMR (DMSO-de, 300 MHz) : 5 2. 50-2. 55(4H, m) , 2.72(2H, t, J=5.7Hz), 3.58(4H, 
t J=4.5Hz), 3.84(3H, s) , 4.13(2H, t, J=5.7Hz), 6.85(1H, dd, J-8.6, 2.2 Hz), 6 
89 (1H, d, J=2.2Hz), 7.17(1H, dd, J=9.0, 3.0 Hz), 7.34(1H, d, J=3.0Hz), 7.63(1 
H, d, J=9.0Hz), 7.93(1H, d, J=8.6Hz), 8.89(1H, s) , 11.13(1H, br) . 

LC/MS (ESI) : m/z 455. 0 (M+l) . 

mm® a 8 7 . _ 

2 _ ( 2 _^nn-5-^f^y7x-;v) -7- (3- J EA'* , r/-4-'f)l'7n** 
v) -2, 5-ytKn-4H-H"7/n [4, 3-c] *S V >- 4-*y 
Kb 1 6 9 ] 



1 H-NMR (DMSO-de, 300 MHz) : £ 1. 85-1. 95(2H, m) , 2. 22-2. 44 (6H, m) , 3. 55-3. 57 (4H, 
m), 3.82(3H, s) , 4. 04-4. 06 (2H, m) , 6.82(1H, d, J=8.7Hz), 6.88(1H, s) , 7.15-7.18 
(1H, m), 7.33-7.34(lH, m). 7.62(1H, dd, J=8.8, 1.7 Hz), 8. 08-8. 45(1H, m). 8.88(1 
H, d, J-2.1 Hz), 11.25QH, br). 

LC/MS (ESI): m/z 469.1 (M+l). 




H 
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3 _ 7 5;_8_ ]3- [4- (3-^nn7x-;V) - l -t^7y-^] 7n*^y 
| _ 2 -7x-;v-2, 5-ytFn-4H-tf7V"o [4, 3-c] ^yV7-4-:t 

HU7 0] 




. , , a 7 6 IW&BOSK J; V) &MK4tm*WZo 

1 H-NMR (DMS0-d6 , 200 MHz) : d 1. 85-2. 00(2H, a), 2. 40-2. 56 (6H, m) , 3. 00-3. 21 (4H, 
m), 3. 97-4. 11 (2H, m), 6.37(2H, br) , 6. 72-6. 78 (1H, m) , 6. 80-6. 94 (2H, m) , 7.00-7.0 
7('lH, Hi), 7. 15-7. 23 (2H, m). 7. 30-7. 71 (6H, m), 10.65(1H, br) . 
[0101] 

miMM 8 9 n 
3 _ 7 ;;-g_ [3- ( 4 - f- ;V - 1 - tf ^< 9 V — ;V) 7°n* 0;3 ry] -2—7* — 

_ 2 , 5-yHKa-4H-f7V*n [4, 3-c] ^ y i; y - 4 - * > 
[ft!7l] 




.CH 3 



tPJ7 6 tmm^K^KX IJg£»ffr&W*#fco 

1 H-NMR (CDC 1 3 , 200 MHz) : 5 1.92-2. 04 (2H, m) , 2.29(3H, s), 2.3-2.7(10H, m) , 4.07 
(2H, t, J=4.0Hz), 6.39(2H, br) , 7.01-7. 08(1H, m), 7. 17-7. 23 (1H, m), 7.37-7.71(6 
H, m), 10.68UH, br) . 

3_ T 5 7 _ 8 _ [ 2 - (4-^e;v^'J^;v) .xh^v] -2-7* — ;V-2, 5-vti 
Ko-4H-H°7 y*o [ 4 , 3 - c ] ^;'J>-4-t> 
[<t 1 7 2 ] 




l_l 

%nm 7 6 1 mmtfkEu&fr * *) 

1 H-NMR (DMSO-de, 200 MHz) : 8 2. 40-2. 60(4H, m). 2.70(2H, t, J=4.0Hz), 3.54-3.62 
(4H, m), 4.1K2H, t, J=4.0Hz), 6.39(2H, br) , 7. 01-7. 08 (1H. m), 7. 17-7. 23 (1H, m) 
, 7. 37-7. 71 (6H, m), 10.68QH, br) . 

3 _ ( 3 _ T 5 ;-4_tJfV-4, 5 - v Fn - 2 H - H v 7 n [4, 3-c] 
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3 _ ( 3 _ 75 ;_4_t^v-4, 5-ytKn-2H-H 1 7V*n [4, 3-c] * 

y u y _ 2 _ 4 ;V ) ^j^m^ ^ ( 8 o m g ) . i M^m^-r ( o . 

5ml) *9J-fr (5ml) > rf7tFn77> (5ml) &£Xffr (2. 5ml 

fcB#*awJu *«fc«, nm-t&zkKxiommft&m (6 3m g ) *#/s 0 

^-NMRCDMSO-de, 300 MHz) : «J6.55(2H, br). 7. 12-7. 17(1H, m) , 7 28(1H d J=8 1 
Hz), 7. 39-7. 44 (IH, m) , 7. 67-7. 73 (IH, m). 7. 92-8. 01 (3H, m) , 8.20(1H. s), 10.81(1H 
, br). 

LC/MS (ESI): m/z 321.0 (M+l). 

3 _ 75 ;_2- j4- [2 - ( 1 -tf^U ~>*~^) J^Kl -2, 
_4 H _tf 9 / n [4, 3-c] ^r/'^-4-t> 

7 4] 



Q 




N 



H 2 N 



N- 15- (4-^^y^>v» -4-**V-2- [4- ( 2 - tf^ V V > - 1 
-^VifiV) 7^;V] -4, 5-ytKo-2H-t'7yn [4, 3-c] 
_ 3 _^;v| r-t hT5 K (0. 1 3 g) > HJ -7;v^-nS^m (2. 5ml) , 7-V- 
;v (1ml) £ i^f 'J 7;v^-n> * (0. 5ml) ©l^ft 2 6 

gfejr.f-^lb^lf^LTM'fb'&W (0. 0 4g) «:*§fco 

^-NMRCCDCls, 200 MHz): 8 1.43-1. 72 (6H, m) , 2. 36-2. 64(6H, a). 2 
, 5.25(2H, br), 7. 05-7. 11 (IH. m), 7. 16-7. 28(1H, m) , 7. 36-7.44(3H, 
2H, m), 8. 08-8. 22 (2H, m) . 
[0 10 2] 

mmm 93 

3 _ T5 y_-2- |4 - [2- (4 -JV) -^f-^V] 7i-W 
Fn-4H-t"77*n [4, 3-c] ^/V/-4-t> 



85-2. 94 (2H, m) 
m), 7. 53-7. 60 ( 



- 2 , 5->'t 
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[ftl7 5] 




*?>X)l<*>WL 2- 14- [3- (7-tW?/) -5- 
;v) _ 4 _^^y_4, 5-yHKD-2H-tf7^n [4, 3-c] *>"^-2->f 
;V] 7*^*} x-*Jl> (0. 5 g) > *^'J> (0. 2 3ml) . h U ^f^T 5^ ( 
0 19ml) Ox^-;i/ (50ml) »«C* 2 4 B*IHttjn»»iftL:fco »ffiTK»SS* 

L > »»x f;^inx.ti m^smtrW to L , tKS * ^ - 7- ;v -e^tf - 1 0 2 & jfok 

W^L«(0. 12g) ^!/:„ SL E JM^£v7Ufty W 
^*5A^n-7h7?7^-i:t»*U HH£ ( 0 . 2 7 g) «:#feo #^^H#* 
^^-C, h'J7WDSS (7.5ml) . T-V-;V (3ml) , V ' }y ***J* 
yX)V*>Wl (1. 5ml) fciraxt:, £fi-C2 llffl»L/:o 7jc, 1 1 m*=*Bfe<fc?- 
b v a ?K« £ in £ > * ^ -eW flilfco ffl ffi * * i^XftS^ ^ * -> * a L 

CtflL, #^^^@#^I^m^-f-^^^S^H B H L-C^®'fk^ (0. 1 3 g) =£r^/i 

° ^-NMEKDMSO-ds, 200 MHz): 8 2. 30-3. 44 (8H, m), 3. 45-3. 80(4H, m) , 6.37(2H, br) 
7. 11-7. 16 (1H. m). 7. 23-7. 30 (1H, m) , 7. 37-7. 82 (5H, m) , 7. 86-7. 93 (1H, m), 10.79(1H 
, br). 

3_ T5/ _ 2 _ )4_ [2- (4 1 -£^9v-;V) 7i-)H - 

2; 5 2^n Kn-4H-bT9Vn [4, 3-c] *;'J>-4-t> 
[ftl7 6] 




^-NMRCDMSO-de, 200 MHz) : <5 2. 20-3. 46(15H, m) , 6.35(2H, br), 7. 10-7. 28(2H, m), 
7. 36-7. 52 (3H, m) , 7. 54-7. 63 (2H, m) , 7.85-7. 91 (1H, m) , 10.79(1H, br) . 

SSifcfll 9 5 x 
3 _ 7 ,;_ 2 - I 4 - [2 - (4-tKn^y-l-t>'Jv-;v) J^w] ~7 ^ — 
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_ 2 , 5-ytKn-4H-t'77n [4, 3-c] *yy>-4-t> 
[<t 1 7 7 ] 



HO 




mmm9 3 tra^ftats^j: o«^^#^= 

^-NMRCCDCh, 200 MHz): 5 1. 30-1. 54(2H, m). 1. 64-1. 80(2H, m), 2.20-2. 18(2H, m) 
2 40-2 58 (2H m), 2. 74-2. 88(4H, m) , 4. 50-4. 60(1H, m). 6.35(2H, br) , 7. 10-7. 19 ( 

1H, m), 7. 22-7. 31 (1H. m), 7. 37-7. 50 (3H, m) , 7. 52-7. 62 (2H, m) , 7. 86-7. 92 (1H, m) , 

10.78C1H, br). 
[0 10 3] 

( 1 ) £MM 3 7 "CW h fLtzit^ 10. 0 mg 
( 2 ) ?L$t 60 - 0 m 2 

(3) a-^X^-f 1 35.0 mg 

(4 ) -tf^-^-V 3.0 mg 

( 5 ) XfT'J ~> ^ A 2. 0 mg 



) XrTV W^v7A z.u mg 

■Mm 3 7 -C# h fttzi^mO. 0 mg fc ?L«60. OngiJi^-^^- ^35. 0 mgOfe 
W*10M%-tf?^**ifc0.03 ml (^£9^>t LT3.0 mg) Srfflv^ lm^r^ 

tt*iL-c*ttftbfco^, 4o < c-c<e*LSo r «a-r*o tf^tt/iTO^^T-T 1 ; 

(g#l±v>-f^^^+l3QfciEB»^^'^n D n -e^^) o 
[0 10 4] 

mnm 2 (— tzwmm) 

( 1 ) mfe-pfl 3 7 -c# e> 10. 0 mg 

( 2 ) %m 70 - 0 m § 

(3) >a-y 7,9 -7- 50.0 mg 

(4) vSmkr*^y°y 7.0 mg 

(5) ^tT'J^^y^ 3.0 mg 

^ifefli 3 7 -e# h fLMt&miO. OigUfT'J ~> * A3. 0 mg£ vfW-ftT s 

^>O*#«t0.07 ml (nXitjbT^^y^t LT7.0 mg) trfftMMJL ft*U «70.0mg 

[0 10 5] 

L^o LTp60 c " src (7 y -fTsT- b • ^ ^"-r^ ^ ny-X (upstate Biotechnol 

ogies) tttf* efAL fcf |5^fi^J KffiSi § tLfcH»W) Srffl o *5t ^ »± If * ^ L it 

#y K (^^>ftfnyvt©3^'Jv-, ^H^|:fov> =4:1 

g^v^-V ^tt^kjRA, v-7^* • /<>f* • 4 >^-T^V3^JV(CIS bio I 
nternational)tt») ftfflv*fc. yy^ft -*ffitt«3feffl»««*fc LT50 mM Tris- 
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HC1 (pH7.5), 5 mM MgCh, 5 mM MnCl 2 > 2 mMv^** W V - MDithiothreitol) , 0.0 
1% Tween-2000«<75«^«ffiL^o &Bfc<D&M<D?-u >s> V >Mfc-&<7>mfel*. * 

*7 *^n->^(p-tyr-100)T yt^f • > >x^7- (PerkinElmer)tt£i) * 

fl§v>fc 0 -7°V- h U -^-117*-^ a > (Fusion™) (^-^ >x;vr- (PerkinElmer) 

^mKLTzo *<D#MMt&tomm fl^ 75 ng/ml<?50«(p6O c - src ) t250 ng/ndMt^ 
etf>ffi*'Myf K)*-&tr«««F«C*10 //lttl A. »5 ATP«:^tr«A»«fc 
*10 iiliiPU fnym- tfRJfcfclM&S**:- Lfc*^T\ 

■ifEtBtt, m^mmmm^mtso ng /mL P 6o c - src , 100 ng/ m i**v^?-K 2 

ATP, 50 mM Tris-HCl (pH7. 5) . 5 mM MgCh, 5 mM MnCh. 2 DivftXl/^ 1-;K 0^ 
01% Tween-20*^tr»ifc^O*^--tfRJSS"C* *) , KBmAl±25 /iK'Wo MiS^lO^ 
MRJ&S**:^ 100 mM EDTA • 2^ HJ ^ A&(EthyleneDiamineTetraacetic Acid, Diso 
dium Salt), 62.5 mM HEPES(pH7. 4) , 250 mM NaCk 0.1X^7^^5 > (Bovine Seru 
mAlbumin) , 10 ^ g/ml T;V 7 r 7 ? U - > T * * * JS* > V ^ > T ^ 
(Streptavidine Donor beads) . 10 ^ g/ml T * 7 r X * V - > T v * 4 mWf a v ✓ V 
>M-fkMlt^#PY-100^^T ^^7°^-tf-X (Anti-phosphotyrosine(P-Tyr-lOO) Accep 
tor beads) **tf**25 ^ l£«!L^- *JRJ6*#Jh**, ^:fn'»'J«I 

7a -i; 3 ^ (Fusion™) Ltfn v > y >ifti«:I^t/:o Kftfcf frfr* O * ?— 

(%) =100 - [ (Kifcrb-e-w o * * ^ > - ^ ^ y ? ) / mm-7?y?) ] x 100 

f^W^Wift&UCsofliO O^ffi^ii, ^ 9 7f^»fV7 h^TPRISM Ver3.02(X 
5 7/{>; W7 }- 7 x.T (Graphpad software, Inc.)%t«) k£o _ 

M*-y-e> PI* fett £ ^ k 0 

*S&9§ olti^ (I) 4 k < tt 2 *: li * o 7°u F 9 y ^li . * i— ^ (# 
r S r c iWPffl ) * * k > ^o#14^i& ^ fz #> , HSfLlW is * * - -tf ##t§U£ 

l)ISMiffl)^K5^li, ^f— (#t'> Src) *Mi:i*t5fc6, S 
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mm 




(l)7k*, (2)^fn, (3)y7A (4)^n^>\ (5)ttl*tL-CV^U^I 
y|f : ii(8)t»tLtV^Uv^t-JV^to Sfc, R 3 fcR\ R 4 tR\ £ «fc CFR 
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